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[Docket  No.  76N-0324] 

[  21  CFR  Parts  4,  6,  and  801  ] 
MEDICAL  DEVICES 

Proposed  Investigational  Device 
Exemptions;  Cross-Reference  Amendments 

Elsewhere  in  this  issue  of  the  Federal 
Register,  the  Food  and  Drug  Adminis¬ 
tration  (FDA)  proposes  to  prescribe  pro¬ 
cedures  and  conditions  under  which 
medical  devices  intended  for  human  use 
may  be  exempted  from  certain  require¬ 
ments  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  to  permit  investigational 
studies  concerning  safety  and  effective¬ 
ness.  The  Commissioner  of  Food  and 
Drugs  is  proposing  in  this  document  to 
make  conforming  changes  in  other  FDA 
regulations;  comments  by  October  19, 
1976. 

Because  they  contain  references  to 
sections  affected  by  the  proposed  medi¬ 
cal  device  regulations,  the  Commissioner 
proposes  to  amend  Parts  4,  6,  and  801  by 
inserting  the  applicable  references  to  in¬ 
vestigational  devices  as  follows; 

PART  4— PUBLIC  INFORMATION 

1.  By  amending  §  4.100  by  redesignat¬ 
ing  paragraph  (c)  (28)  as  paragraph  (c) 
(29),  and  by  adding  new  paragraph  (c) 

(28) ,  As  revised,  paragraph  (c)  (28)  and 

(29)  reads  as  follows: 

§  4.100  Applicability;  cross-reference  to 
other  regulations. 

•  *  •  •  * 

(C)  *  *  * 

(28)  Investigational  device  applica¬ 
tions,  in  §  812.38  of  this  chapter. 

(29)  Electronic  product  information. 
In  SS  1002.4  and  1002.42  of  this  chapter. 


PART  6— ENVIRONMENTAL  IMPACT 
CONSIDERATIONS 

2.  By  amending  §  6.1  by  revising  para¬ 
graph  (d)  (5)  as  follows: 

§  6.1  Applicability. 

•  #  *  #  * 

(d)  *  *  • 

(5)  Investigational  new  drug  applica¬ 
tions,  investigational  new  animal  drug 
applications,  and  investigational  device 
applications,  unless  the  agency  notifies 
the  applicant  that  one  is  required. 

*  *  •  •  • 


PART  801— LABELING 

3.  By  amending  §  801.4  by  adding  the 
words  “and  Part  812”  to  the  first  sen¬ 
tence  as  follows : 

§  801.4  Meaning  of  “intended  uses.” 

The  words  “intended  uses”  or  words  of 
similar  import  in  §§  801.5,  801.119, 

801.122,  and  Part  812  refer  to  the  ob¬ 
jective  intent  of  the  persons  legally  re¬ 
sponsible  for  the  labeling  of  devices. 
•  •  • 
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4.  By  adding  new  §  801.124  as  follows: 

§  801.124  Medical  devices  subject  to  in¬ 
vestigational  device  exemptions. 

A  shipment  of  a  device  for  investiga¬ 
tional  use  is  exempt  from  section  502(f) 
(1)  of  the  act  if  it  complies  with  the 
qualifications  for  an  investigational  de¬ 
vice  exemption  prescribed  in  §  812.5  of 
this  part. 

Interested  persons  may,  on  or  before 
October  19,  1976,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  (preferably 
in  quintuplicate  and  identified  with  the 
Hearing  Clerk  docket  number  found  in 
brackets  in  the  heading  of  this  docu¬ 
ment)  regarding  this  proposal.  Received 
comments  may  be  seen  in  the  above  of¬ 
fice  during  working  hours,  Monday 
through  Friday. 

Dated:  August  12, 1976. 

Joseph  P.  Hile, 

Acting  Associate  Commissioner 
for  Compliance. 

[FR  Doc.76-24463  Filed  8-17-76;2:48  pm] 
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[21  CFR  Part  812] 

MEDICAL  DEVICES 

Proposed  Investigational  Device 
Exemptions 

The  Food  and  Drug  Administration 
(FDA)  proposes  to  prescribe  procedures 
and  conditions  under  which  medical  de¬ 
vices  intended  for  human  use  may  be  ex¬ 
empted  from  certain  reequirements  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  to  permit  investigational  studies  con¬ 
cerning  safety  and  effectiveness.  Com¬ 
ments  on  the  proposal  may  be  submitted 
on  or  before  October  19,  1976. 

The  Commissioner  of  Food  and  Drugs 
is  proposing  to  amend  Title  21  of  the 
Code  of  Federal  Regulations  by  adding  a 
new  Part  812  to  prescribe  procedures  and 
conditions  to  qualify  for  such  exemp¬ 
tions,  the  procedure  for  submitting  an 
application  for  an  investigational  device 
exemption  to  FDA,  and  the  requirements 
applicable  to  sponsors  of  investigational 
studies,  institutional  review  committees 
that  supervise  studies,  and  clinical  inves¬ 
tigators.  The  proposed  regulations  also 
require  the  written  informed  consent  of 
human  subjects  involved  in  such  studies. 
The  Commissioner  is  proposing  that  the 
final  regulations  become  effective  90  days 
after  their  publication. 

The  Medical  Device  Amendments  of 
1976  (Pub.  L.  94-295),  hereinafter  re¬ 
ferred  to  as  “the  Amendments,”  amend¬ 
ing  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (52  Stat.  1040  et  seq.  (21  U.S.C.  201 
et  seq.) ) ,  hereinafter  referred  to  as  “the 
act,”  became  law  on  May  28,  1976.  Sec¬ 
tion  520(g)  of  the  act  (21  U.S.C.  360j) 
requires  the  Secretary  of  Health,  Educa¬ 
tion,  and  Welfare,  within  120  days  after 
the  date  of  enactment  of  the  Amend¬ 
ments,  to  prescribe  by  regulation,  proce¬ 
dures  and  conditions  for  exempting  de¬ 
vices  for  investigational  use.  As  stated  in 


an  FDA  notice  published  in  the  Federal 
Register  of  June  4,  1976  (41  FR  22620) 
concerning  the  implementation  of  the 
Amendments,  authority  under  the  act  is 
delegated  to  the  Commissioner  under 
§5.1  (21  CFR  5.1;  recodification  pub¬ 
lished  in  the  Federal  Register  of  June 
15,  1976  (41  FR  24262) ) .  The  notice  also 
stated  that  among  the  regulations  to  be 
published  in  the  future  in  the  Federal 
Register,  would  be  proposed  regulations 
concerning  exemptions  for  investigation¬ 
al  use  of  medical  devices. 

Suumary  of  Statutory  Requirements 

Requirements  relating  to  investiga¬ 
tional  use  of  devices  are  found  in  section 
520(g)  of  the  act.  Section  520(g)  and 
the  related  provisions  discussed  below 
have  two  major  purposes.  One  purpose 
is  to  encourage  the  discovery  and  de¬ 
velopment  of  useful  devices  for  human 
use.  A  second  purpose  is  to  protect  the 
public  health  by  requiring  safeguards 
for  human  subjects  of  investigations, 
maintenance  of  sound  ethical  standards, 
and  procedures  to  assure  development  of 
reliable  scientific  data.  The  proposed 
regulations  seek  to  achieve  these  two 
purposes. 

Section  520(g)  authorizes  the  exemp¬ 
tion  of  devices  from  otherwise  applicable 
provisions  of  the  act  relating  to  mis¬ 
branding,  registration,  premarket  no¬ 
tice,  performance  standards,  premarket 
approval,  banned  devices,  records  and 
reporting  requirements,  restrictions  on 
distribution  of  devices,  good  manufac¬ 
turing  practice  requirements,  and  use 
of  color  additives  in  devices,  to  permit 
devices  to  be  shipped  for  investigational 
studies  to  determine  their  safety  and  ef¬ 
fectiveness. 

Under  section  520(g) ,  regulations  per¬ 
mitting  exemptions  for  investigational 
use  are  to  Include  requirements  neces¬ 
sary  for  the  protection  of  the  public 
health  and  safety.  One  of  the  require¬ 
ments  is  that  persons  seeking  an  exemp¬ 
tion  submit  an  application  to  FDA  and 
maintain  records  of  and  make  reports 
concerning  the  investigation.  Also,  in 
investigations  involving  human  subjects, 
the  person  applying  for  the  exemption 
(the  sponsor)  must  comply  with  a  num¬ 
ber  of  requirements  to  assure  that  the 
rights  and  safety  of  these  subjects  are 
adequately  protected;  namely,  investiga¬ 
tions  must  be  reviewed  by  a  qualified  in¬ 
stitutional  review  committee  (if  one  ex¬ 
ists)  ,  each  investigator  must  agree  that 
any  testing  involving  human  subjects 
will  be  under  his  supervision,  and  writ¬ 
ten  Informed  consent  must  be  obtained 
from  the  subjects  or  their  representa¬ 
tives,  with  very  limited  exceptions. 
Where  a  qualified  institutional  review 
committee  exists,  it  shall  bear  signif¬ 
icant  responsibility  for  monitoring  the 
study.  To  provide  for  flexibility  in  regu¬ 
latory  requirements,  section  520(g)  per¬ 
mits  variations  in  the  procedures  and 
conditions  governing  investigational  de¬ 
vice  exemptions  depending  on  the  na¬ 
ture,  scope,  and  purpose  of  the  study. 

An  application  for  an  Investigational 
device  exemption  that  meets  the  require¬ 
ments  of  FDA  regulations  is  deemed  ap- 


FEDERAL  REGISTER,  VOL  41,  NO.  163— FRIDAY,  AUGUST  20,  1976 


proved  30  days  after  it  is  submitted  to 
FDA,  thus  permitting  testing  to  begin 
with  little  delay  unless  the  applicant 
seeks  an  Investigational  exemption  from 
a  banned  device  regulation,  in  which  case 
affirmative  FDA  approval  of  the  exemp¬ 
tion  is  required.  The  Commissioner  may, 
however,  disapprove  an  application  for 
an  investigational  device  exemption 
within  the  30-day  period  if  he  finds  that 
the  application  does  not  conform  to  pro¬ 
cedures  and  conditions  prescribed  in  the 
regulations.  In  addition,  FDA  may  with¬ 
draw  an  exemption  for  failure  to  comply 
with  any  of  the  conditions  for  exemp¬ 
tions  for  investigational  use  of  devices. 

The  Food  and  Drug  Administration 
may  enforce  the  investigational  device 
provisions  in  section  520(g)  of  the  act 
through  several  amendments  to  section 
301  of  the  act  (21  U.S.C.  331)  enumerat¬ 
ing  prohibited  acts  that  are  enforceable 
by  injunction  or  prosecution.  Most  im¬ 
portantly,  new  section  301(q)(l)  makes 
it  a  prohibited  act  to  fail  or  refuse  to 
comply  with  any  requirement  prescribed 
under  section  520(g)  of  the  act.  In  ad¬ 
dition,  under  new  section  301  (q)  (2)  of 
the  act,  it  is  a  prohibited  act  to  submit, 
with  respect  to  any  device,  any  report 
required  by  or  under  the  act  that  is  false 
or  misleading  in  any  material  respect. 
The  latter  prohibition  applies  to  all  re¬ 
porting  requirements  under  the  act  con¬ 
cerning  devices,  including  reporting  un¬ 
der  the  investigational  device  regula¬ 
tions,  and  supplements  the  penalties  pro¬ 
vided  by  the  False  Reports  to  the  Gov¬ 
ernment  Act,  18  U.S.C.  1001.  In  addi¬ 
tion,  section  301(1)  of  the  act  as  amended 
makes  it  a  prohibited  act  to  represent  or 
suggest  in  the  labeling  or  advertising  of 
any  device  that  FDA  has  approved  an 
application  for  an  exemption  under  sec¬ 
tion  520(g). 

Other  enforcement  provisions  are 
found  in  amendments  to  section  501  of 
the  act,  defining  conditions  under  which 
devices  are  considered  adulterated  and 
thus  unlawful.  New  section  501(f)  bars 
shipment  of  a  device  that  is  subject  to  a 
which  does  not  have  in  effect  either  an 
application  for  premarket  approval  or  an 
investigational  device  exemption.  How¬ 
ever,  a  temporary  grace  period  from  this 
provision  is  provided  until  90  days  after 
final  Issuance  of  the  regulations  being 
proposed  in  this  notice  for  certain  de¬ 
vices,  intended  solely  for  investigational 
use,  that  had  not  been  marketed  before 
enactment  of  the  Amendments.  Also,  un¬ 
der  new  section  501  (i) ,  an  investigational 
device  is  considered  adulterated  if  either 
the  person  granted  the  exemption  or  an 
Investigator  using  the  device  fails  to 
comply  with  a  requirement  under  section 
520(g)  of  the  act. 

The  amended  act  also  includes  pro¬ 
visions  to  protect  trade  secrets  acquired 
by  FDA  under  the  investigational  device 
regulations  (section  301  (J) ,  as  amended) , 
to  facilitate  FDA  Inspection  of  required 
records  (section  704,  as  amended) ,  and  to 
require  investigational  devices  for  export 
to  be  approved  by  the  foreign  govern¬ 
ment  and  by  FDA  (section  801(d),  as 
amended) . 


■  PROPOSED  RULES 

Related  Regulations 

The  Department  of  Health,  Education, 
and  Welfare  has  promulgated  regula¬ 
tions  (45  CFR  Part  46)  to  protect  human 
subjects  in  research  supported  by  De¬ 
partmental  grants  and  contracts.  The  re¬ 
quirements  in  these  proposed  regulations 
concerning  institutional  review  commit¬ 
tees  and  informed  consent  of  human  sub¬ 
jects  are  similar  to  the  Departmental 
regulations  in  many  respects.  Differences 
are  the  result  of  special  statutory  re¬ 
quirements  and  guidance  in  legislative 
history  or  particular  regulatory  needs. 

The  Food  and  Drug  Administration  has 
regulated  the  investigational  use  of  new 
drugs,  biologies,  and  antibiotic  drugs  for 
a  number  of  years,  pursuant  to  sections 
505 (i)  and  507(d)(3)  of  the  act  (21 
U.S.C.  355(1)  and  357(d)  (3))  and  §  310- 
102  and  Part  312  (21  CFR  310.102  and 
Part  312) .  The  proposed  regulations  gov¬ 
erning  investigational  use  of  medical  de¬ 
vices  (hereinafter,  “proposed  investiga¬ 
tional  device  regulations")  are  similar  in 
substance  to,  although  different  in  for¬ 
mat  from,  existing  regulations  governing 
investigational  use  of  new  drugs  (herein¬ 
after,  “IND  regulations”).  Many  pro¬ 
visions  of  the  proposed  investigational 
device  regulations  redesignate  or  restate 
current  requirements  of  the  IND  regula¬ 
tions,  although  sometimes  more  directly 
or.  clearly.  For  example,  under  the  IND 
regulations,  many  regulatory  require¬ 
ments  are  stated  only  in  forms  to  be  com¬ 
pleted  by  sponsors  and  investigators, 
while  the  proposed  Investigational  de¬ 
vice  regulations  state  the  duties  of  spon¬ 
sors  and  investigators  in  the  text. 

Other  provisions  of  the  proposed  in¬ 
vestigational  device  regulations  differ 
from  current  provisions  of  IND  regula¬ 
tions.  Some  of  the  differences  reflect 
specific  requirements  of  new  section  520 
(g)  or  specific  guidance  in  the  legislative 
history.  Other  differences  reflect  ideas 
being  considered  in  new  FDA  policy  that 
may  eventually  be  proposed  for  all  in¬ 
vestigational  products,  whether  new  hu¬ 
man  drugs,  biologies,  or  devices.  How¬ 
ever,  any  such  differences  should  not  be 
viewed  as  fixed  agency  policy,  but  rather 
proposals  reflecting  tentative  agency 
thinking. 

Currently,  FDA  has  underway  a  num¬ 
ber  of  efforts  to  improye,  clarify,  and 
strengthen  its  regulatory  programs  for 
control  of  investigational  articles.  The 
agency  has  long  recognized  the  need  to 
upgrade  its  programs  in  this  area,  and 
will  receive  special  funding  for  this  pur¬ 
pose  for  fiscal  year  1977.  The  Commis¬ 
sioner  is  also  considering  proposals  con-' 
cerning  this  area,  made  by  representa¬ 
tives  of  consumers  and  industry,  mem¬ 
bers  of  Congress,  and  the  General  Ac¬ 
counting  Office  in  a  report  on  regulation 
on  investigational  new  drugs  dated  July 
15,  1976  (ref.  1).  It  is  likely  that  the 
agency’s  comprehensive  review  of  its 
control  of  investigational  articles  will 
result  in  changes  in  both  the  IND  regula¬ 
tions  and  the  investigational  device  reg¬ 
ulations  that  are  proposed  in  this  notice. 
Furthermore,  in  the  near  future  FDA 
intends  to  publish  uniform,  agency -wide 
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regulations  governing  clinical  investiga¬ 
tions,  to  the  extent  possible  considering 
the  differences  among  regulated  articles 
and  applicable  statutory  authorities.  At 
the  time  such  uniform  regulations  are 
published,  appropriate  revisions  will  be 
made  in  the  investigational  device  regu¬ 
lations.  For  example,  the  Commissioner 
will  soon  propose  regulations  to  redesig¬ 
nate,  clarify,  ,and  Improve  requirements 
applicable  to  'all  clinical  investigators 
conducting  studies  regulated  under  the 
act,  as  well  as  requirements  governing 
institutional  review  committees  that 
monitor  their  studies  and  disqualifica¬ 
tions  of  clinical  investigators.  When 
these  regulations  are  published,  FDA  may 
merge  certain  portions  of  the  proposed 
investigational  device  regulations  with 
the  uniform  regulations. 

The  Commissioner  had  hoped  to  co¬ 
ordinate  more  closely  the  agency's  efforts 
to  improve  its  regulations  governing  in¬ 
vestigational  products  with  its  imple¬ 
mentation  of  the  Medical  Device 
Amendments  of  1976.  However,  new  sec-' 
tion  520(g)  imposes  a  very  restrictive 
schedule  for  publication  of  final  investi¬ 
gational  device  regulations.  Because  of 
the  Commissioner’s  desire  to  meet  this 
statutory  schedule  as  nearly  as  possible, 
and  because  evaluation  of  needed  revi¬ 
sions  in  investigational  drug  regulations 
is  continuing,  it  was  not  possible  to  ac¬ 
complish  these  objectives  simultaneously. 
Publication  of  the  proposed  investiga¬ 
tional  device  regulations  in  advance  of 
the  publication  of  proposed  agency-wide 
regulations,  including  revisions  of  the 
IND  regulations,  affords  interested  per¬ 
sons  an  additional  opportunity  to  provide 
comments  on  policy  options  available  to 
the  agency.  Many  of  the  persons  inter¬ 
ested  in  regulation  of  device  investiga¬ 
tions  are  also  interested  in  regulation  of 
drug  investigations.  The  Food  and  Drug 
Administration’s  efforts  to  develop  these 
agency-wide  regulations,  which  will  be 
continuing  during  the  comment  period 
and  thereafter,  may  be  aided  by  com¬ 
ments  received  on  these  proposed  device 
regulations. 

The  120-Day  Deadline 

Although  section  520(g)  of  the  act 
requires  FDA  to  publish  final  investiga¬ 
tional  device  regulations  by  120  days 
after  enactment  of  the  Amendments,  i.e., 
by  September  27,  1976,  FDA  cannot  now 
meet  the  statutory  deadline  because  it 
has  not  been  possible  to  publish  this  pro¬ 
posal  at  a  sufficiently  early  date  to  ac¬ 
commodate  both  the  60  days  required  by 
the  act  for  comment  and  the  time  needed 
to  read,  consider,  and  respond  to  com¬ 
ments  received  on  the  proposal  and  to 
make  appropriate  revisions  in  the  final 
regulations.  The  delay  has  occurred  be¬ 
cause  numerous  and  complex  issues  in¬ 
volved  in  the  proposed  investigational 
device  regulations  needed  to  be  resolved 
at  the  same  time  that  limited  agency 
personnel  involved  in  medical  device 
regulatory  activities  have  been  attempt¬ 
ing  to  implement  other  provisions  of  the 
Amendments. 

Although  the  agency  cannot  meet  the 
120-day  deadline,  it  will  publish  final 
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regulations  as  quickly  as  possible  after 
the  period  for  comment  closes.  However, 
tiie  Commissioner  advises  that  additional 
delay  may  occur  in  publishing  final  reg¬ 
ulations,  depending  on  the  comments 
received. 

Although  interested  persons  are  given 
until  October  19,  1976,  to  submit  com¬ 
ments  on  the  proposal,  because  of  the 
statutory  deadline  FDA  will  begin  eval¬ 
uating  the  comments  and  preparing  a 
final  document  on  October  4,  1976. 

Investxg axional  Device  Exemptions 

The  proposed  regulations  governing 
Investigational  device  exemptions  will  be 
a  new  Part  812  of  Title  21  of  the  Code  of 
Federal  Regulations. 

GENERAL  PROVISIONS 

Subpart  A  of  proposed  Part  812  sets 
forth  the  general  provisions  relating  to 
investigational  device  exemptions. 

SCOPE 

Proposed  5  fcl2-l(a)  states  that  the 
purpose  of  Part  812  is  to  provide  that  a 
device  may  be  exempted  from  certain 
requirements  of  the  act  that  would  other¬ 
wise  be  applicable,  to  permit  investiga¬ 
tional  studies  by  experts  who  are  quali¬ 
fied  by  scientific  training  and  experience 
to  investigate  the  safety  and  effective¬ 
ness  of  devices  intended  for  human  use. 

Proposed  S  812.1(b)  describes  the  two 
objectives  of  Part  812:  To  encourage  the 
discovery  and  development  of  useful  de¬ 
vices  and  to  protect  the  public  health  and 
particularly  to  assure  the  protection  and 
preserve  the  rights  of  subjects  of  investi¬ 
gational  studies. 

Proposed  8  812.1(c)  enumerates  the 
provisions  of  the  act  from  which  an  in¬ 
vestigational  device  may  be  exempted. 
In  general,  such  a  device  shall  be  exempt 
from  the  provisions  relating  to  misbrand¬ 
ing,  registration  and  premarket  notifica¬ 
tion,  performance  standards,  premarket 
approval,  records  and  reports,  restricted 
devices,  good  manufacturing  practices, 
and  color  additives.  However,  a  device  is 
not  exempt  from  a  provision  of  the  act  if 
the  sponsor  indicates  that  an  exemption 
is  not  requested  as  to  that  provision,  or 
if  the  Commissioner  indicates  that  a  de¬ 
vice  is  not  exempt  from  that  provision. 
Also,  a  device  may  be  exempted  from  sec¬ 
tion  516  of  the  act  authorizing  banned 
device  regulations,  but  only  if  the  Com¬ 
missioner  has  affirmatively  approved  an 
application  for  such  an  exemption. 

APPLICABILITY 

Proposed  8  812.2  describes  the  circum¬ 
stances  in  which  a  use  of  an  investiga¬ 
tional  device  is  subject  to  the  require¬ 
ments  of  proposed  Part  812. 

Under  proposed  5  812.2(a),  Part  812 
would  apply  to  any  device  intended  for 
human  use,  including  any  in  vitro  diag¬ 
nostic  product  for  diagnosis  of  any  hu¬ 
man  disease  or  condition,  if  such  device 
would  be  subject  to  Part  812  according 
to  the  other  criteria  prescribed  in  the 
proposed  section. 

The  Amendments  included  a  provision 
revising  the  definition  of  “device”  in  sec¬ 
tion  201(h)  of  the  act  (21  UJ3.C.  321(h) ). 
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Under  the  revised  definition,  the  term 
“device”  encompasses  an  article  used  in 
the  healing  arts  which  does  not  achieve 
any  of  its  principal  intended  purposes 
through  chemical  action  within  dr  on  the 
body  of  man  or  other  animals  and  which 
is  not  dependent  upon  being  metabolized 
for  the  achievement  of  any  of  its  princi¬ 
pal  intended  purposes.  An  article  that 
does  achieve  any  of  its  principal  intended 
purposes  through  such  chemical  action 
or  is  dependent  upon  being  metabolized 
continues  to  be  regulated  as  a  drug.  Un¬ 
der  this  new  distinction  between  devices 
and  drugs,  it  is  clear  that  the  term  “de- 
vice”  now  includes  any  in  vitro  diag¬ 
nostic  product,  although  many  in  vitro 
diagnostic  products  were  regarded  pre¬ 
viously  as  drugs.  Furthermore,  another 
change  in  the  definition  of  “device”  clari¬ 
fies  that  a  device  includes  an  article  for 
use  in  the  diagnosis  of  conditions  other, 
e.g.,  pulse,  than  disease. 

In  the  proposed  regulations,  the  Com¬ 
missioner  has  provided  that  in  vitro  diag¬ 
nostic  products  shall  be  subject  to  pro¬ 
posed  Part  812  to  the  same  extent  as 
other  devices.  However,  the  Commission¬ 
er  recognizes  that  there  may,  hi  some 
cases,  be  good  reasons  to  differentiate 
investigations  involving  in  vitro  diag¬ 
nostic  products  from  investigations  in¬ 
volving  other  devices. 

Same  Investigations  of  in  vitro  diag¬ 
nostic  products  pose  no  safety  risk  to  the 
subject.  For  example,  a  standard  urine 
sample  may  be  taken  from  a  patient 
for  purposes  of  determining  pregnancy, 
and  the  test  could  be  made  both  with  an 
experimental  in  vitro  pregnancy  detec¬ 
tion  product  as  well  as  with  an  accepted 
in  vitro  product  that  Is  known  to  be 
effective,  to  see  if  the  experimental  prod¬ 
uct  works  as  reliably  as  the  accepted 
preduct.  Such  a  test  would  pose  no  added 
safety  risk  to  the  patient.  However,  it 
may  be  desirable  that  the  patient  be  told 
that  she  is  taking  part  In  an  experiment, 
as  would  be  required  in  proposed  Subpart 
F.  Furthermore,  FDA  would  have  an  in¬ 
terest  in  assuring  that  records  of  the 
comparison  of  the  experimental  product 
with  the  accepted  product  are  developed 
and  maintained  in  such  a  way  as  to  as¬ 
sure  the  reliability  of  the  resultant  data, 
particularly  where  the  results  of  the  test 
would  be  used  in  support  of  an  applica¬ 
tion  for  premarket  approval  or  in  rela¬ 
tion  to  a  proposed  performance  standard 
for  pregnancy  detection  kits. 

Some  investigations  of  in  vitro  diag¬ 
nostic  products  may  pose  a  safety  risk  to 
the  subject.  For  example,  if  a  hospital 
decided  to  test  a  new  blood-typing  device 
by  taking  samples  of  blood  from  all 
patients  in  the  hospital,  the  patients 
would  be  exposed  to  some  risk  because 
of  the  withdrawal  of  blood,  and  informed 
consent  requirements  and  other  subject 
safeguards  should  be  observed.  The  Com¬ 
missioner  would  be  particularly  con¬ 
cerned  about  the  rights  and  safety  of 
subjects  in  situations  where  a  subject 
does  not  stand  personally  to  gain  from 
the  experiment,  or  is  being  subjected  to 
a  greater  safety  risk  than  that  to  which 
he  would  have  been  exposed,  had  he  not 
been  Involved  in  the  investigation.  For 


example,  a  blood  sample  may  be  takqn 
from  the  patient  because  it  is  necessary 
to  monitor  his  condition,  but  if  the  sam¬ 
ple  taken  is  unusually  large  because  of 
the  investigation  of  the  blood-typing  de¬ 
vice,  the  patient  is  being  subjected  to 
additional  risk. 

Some  investigations  of  in  vitro  diag¬ 
nostic  products  involve  considerable 
safety  risk.  This  would  be  true,  for  ex¬ 
ample,  if  a  physician  were  to  use  an 
experimental  product  for  detection  of  a 
serious  condition  without  concomitant 
use  of  the  accepted  method,  because  the 
patient  would  be  subjected  to  the  risk 
that  the  disease  would  not  be  detected 
and,  thus,  deprived  of  an  effective  diag¬ 
nosis.  The  Commissioner  believes  it  pos¬ 
sible  that  different  requirements  should 
apply  to  investigations  in  these  various 
situations  and  requests  specific  com¬ 
ments  on  this  issue. 

It  may  be  that  an  abbreviated  consent 
form  may  be  appropriate  where  there  is 
not  a  safety  risk  and  the  chief  concerns 
are  that  patients  be  informed  that  they 
are  subjects  in  an  experiment  and  that 
their  dignity  and  privacy  be  protected. 
These  are  valid  ethical  considerations 
even  in  Investigational  studies  of  devices 
that  do  not  involve  safety  risks  to  sub¬ 
jects.  To  protect  the  dignity  of  subjects, 
it  may  be  appropriate  to  require  in¬ 
formed  consent  in  connection  with  in¬ 
vestigations  of  devices  on  tissue,  blood,  or 
in  any  situation  where  the  patient  or  any 
tissue  from  his  body  is  involved  in  an 
experiment.  Also,  requiring  informed 
consent  even  where  there  is  no  risk  to 
the  patient  may  be  needed  to  protect 
privacy,  such  as  informing  a  person  who 
is  being  tested  for  venereal  disease  that 
an  investigational  product  will  be  used 
and  also  assuring  that,  notwithstanding 
his  involvement  in  the  experiment,  his 
identity  will  remain  confidential. 

Proposed  8  812.2(a)(2)  clarifies  that 
proposed  Part  812  does  not  apply  to  any 
device  intended  for  veterinary  use.  Of 
course,  if  a  product  that  is  labeled  for,  or 
otherwise  purported  to  be  for,  veterinary 
use  is  found  to  be  used  in  an  investiga¬ 
tional  study  involving  human  subjects, 
such  device  will  be  regarded  as  Intended 
for  human  use  and  therefore  subject  to 
the  requirements  of  proposed  Part  812. 

Proposed  8  812.2(a)  (3)  clarifies  that 
proposed  Part  (12  is  not  limited  to  in¬ 
vestigational  studies  undertaken  to  de¬ 
velop  data  to  obtain  approval  for  com¬ 
mercial  distribution  of  a  device,  but  also 
applies  both  to  fundamental  research  on 
devices  and  to  situations  in  which  an  in¬ 
vestigational  device  Is  used  by  a  practi¬ 
tioner  to  treat  an  lndivdual  human  Ob¬ 
ject. 

Uhder  proposed  8  812.2(a)(4),  pro¬ 
posed  Part  812  would  not  apply  to  a  de¬ 
vice  that  is  being  used  in  an  experiment, 
but  in  a  manner  and  for  a  purpose  which 
is  included  in  labeling  prescribed  by 
regulation  or  approved  under  the  pre¬ 
market  approval  provisions  of  the  act. 

Section  520(g)  of  the  act  permits  de¬ 
vices  to  be  exempted,  for  purposes  of  in¬ 
vestigational  use,  from  several  provisions 
of  the  act  that  might  otherwise  bar  their 
shipment.  A  device  may  be  exempted  not 
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only  from  the  premarket  approval  re¬ 
quirements  of  section  515  of  the  act,  but 
also  from  requirements  relating  to  per¬ 
formance  standards,  misbranding,  regis¬ 
tration  and  premarket  notification,  and 
other  matters.  Thus,  it  is  necessary  for 
regulations  to  define  circumstances  in 
which  shipment  of  a  device  for  an  in¬ 
vestigational  study  requires  an  exemp¬ 
tion  to  avoid  violation  of  the  other  re¬ 
quirements.  This  is  the  primary  objective 
of  proposed  8  812.2,  and,  particularly 
paragraphs  (b)  and  (c). 

There  is  little  difficulty  defining  the 
circumstances  in  which  devices  that  were 
not  in  commercial  distribution  on  May 
28, 1976,  the  effective  date  of  the  Amend¬ 
ments,  must  comply  with  the  require¬ 
ments  of  this  part.  Such  devices  are 
automatically  classified  in  class  III  (pro- 
market  approval)  unless  they  are  sub¬ 
stantially  equivalent  to  devices  in  com¬ 
mercial  distribution  on  May  28,  1976  or 
have  been  reclassified  in  class  I  (gen¬ 
eral  controls)  or  class  III  (performance 
standards) . 

The  only  way  in  which  a  manufacturer 
or  other  sponsor  of  a  device  that  had  not 
been  in  commercial  distribution  before 
May  28,  1976,  can  be  sure  that  a  device 
is  substantially  equivalent  to  one  that 
was  in  commercial  distribution  before 
such  date  is  where  the  sponsor  has  sub¬ 
mitted  a  premarket  notification  under 
section  510 (k)  of  the  act  and  received 
from  FDA  a  response  that  the  postenact¬ 
ment  device  is  substantially  equivalent  to 
a  pre-enactment  device.  Without  a  re¬ 
sponse  from  FDA  to  a  premarket  notifi¬ 
cation,  the  postenactment  device  is  pre¬ 
sumptively  in  class  III.  Any  postenact¬ 
ment  device  that  remains  in  class  III 
must  have  an  approved  application  for 
premarket  approval  before  it  may  be 
shipped  for  any  use,  or  an  exemption 
from  the  requirements  of  section  515  of 
the  act  (21  U.S.C.  360e)  that  permits 
shipment  for  investigational  use.  If  such 
a  device  has  neither  an  approved  applica¬ 
tion  nor  an  investigational  exemption,  it 
is  subject  to  regulatory  action  under  sec¬ 
tion  501(f)  (1)  of  the  act. 

The  Commissioner  is  proposing  to 
treat  any  postenactment  device  that  is 
determined  to  be  substantially  equiva¬ 
lent  to  devices  in  commercial  distribu¬ 
tion  on  May  28,  1976,  in  the  same  fash¬ 
ion  as  the  devices  to  which  it  is  sub¬ 
stantially  equivalent.  He  is  proposing  to 
treat  any  postenactment  device  that, 
though  not  substantially  equivalent  to 
any  pre -enactment  device,  is  reclassified 
in  class  I  or  class  II  in  the  same  fashion 
as  pre-enactment  devices  that  are  clas¬ 
sified  in  these  categories. 

The  principal  difficulty  has  arisen  in 
defining  the  applicability  of  these  pro¬ 
posed  regulations  to  devices  that  were 
in  commercial  distribution  on  the  date 
of  the  enactment  of  the  new  Amend¬ 
ments  which  have  not  been  finally  clas¬ 
sified,  and  for  which  the  act  provides 
transitional  periods  for  the  devices  to 
achieve  compliance  with  any  require¬ 
ments  concerning  performance  stand¬ 
ards  or  premarket  approval  that  may 
ultimately  apply.  The  Commissioner  be¬ 
lieves  that  appropriate  safeguards  must 


apply  to  clinical  investigations  con¬ 
ducted  during  any  transitional  period  ap¬ 
plicable  to  such  devices  that  are  classi¬ 
fied,  or  are  likely  to  be  classified,  into 
class  m.  Under  the  Amendments,  at 
least  3  years  will  expire  before  any  such 
device  must  have  an  approved  applica¬ 
tion  for  premarket  approval,  because  un¬ 
der  section  501(f)(2)(B)  of  the  act,  a 
requirement  for  holding  an  approved  ap¬ 
plication  cannot  be  enforced  until  30 
mpnths  after  the  effective  date  of  a  final 
regulation  classifying  a  device  in  class 
m.  During  this  transitional  period, 
manufacturers  of  such  devices  are  likely 
to  want  to  conduct  clinical  studies  to  as¬ 
sure  that  they  will  have  sufficient  safety 
and  effectiveness  information  when  the 
FDA  publishes  a  regulation  under  sec¬ 
tion  515(b)  of  the  act  demanding  the 
submission,  within  90  days,  of  applica¬ 
tions  for  premarket  approval. 

The  Commissioner  intends  to  assure 
that  clinical  investigations  of  any  po¬ 
tential,  or  finally  classified,  class  III  de¬ 
vice  are  conducted  in  accordance  with 
the  requirements  of  proposed  Part  812 
for  protection  of  human  subjects,  par¬ 
ticularly  the  requirements  relating  to 
informed  consent  and,  where  applicable, 
institutional  committee  review.  The 
Food  and  Drug  Administration  also  has 
an  interest  in  assuring  that  clinical  in¬ 
vestigations  are  conducted  in  a  way  that 
assures  the  reliability  of  data,  both  be¬ 
cause  this  wiii  facilitate  the  agency’s 
eventual  review  of  any  resulting  appli¬ 
cation  for  premarket  approval  and  be¬ 
cause  poorly  conducted  studies  expose 
subjects  to  unnecessary  risks. 

Competing  concerns  argue  against  ap¬ 
plication  of  the  full  requirements  of 
proposed  Part  812  to  investigations  of 
devices  subject  to  a  transitional  period. 
First,  because  many  of  these  products 
have  been  in  clinical  use  for  several 
years,  there  already  exists  a  fairly  well 
developed  body  of  data  supporting  their 
safety  and  effectiveness.  In  such  cases, 
the  restrictions  on  labeling  claims  that 
should  ordinarily  apply  during  investi¬ 
gational  studies  may  not  be  appropriate, 
and  other  requirements  of  the  regula¬ 
tions  may  also  be  excessive.  Second,  the 
Amendments  contemplate  that  pre¬ 
enactment  class  in  devices  and  substan¬ 
tially  equivalent  postenactment  devices 
may  continue  to  be  distributed  com¬ 
mercially  during  the  transitional  period. 
It  is  doubtful  that  Congress  intended  in¬ 
vestigational  device  controls  promul¬ 
gated  under  section  520(g)  of  the  act  to 
apply  to  the  routine  use  of  already  mar¬ 
keted  devices.  At  the  same  time,  mem¬ 
bers  of  Congress  probably  expected  that 
such  controls  would  apply  in  instances 
where  clinical  use  would  result  in  de¬ 
velopment  of  data  to  be  submitted  to 
the  FDA  in  an  application  for  premar¬ 
ket  approval.  Third,  many  of  the  prod¬ 
ucts  involved  may  be  critical  or  life- 
sustaining,  and  imposition  of  investiga¬ 
tional  device  controls  should  not  prevent 
their  use.  Finally,  the  Commissioner  be¬ 
lieves  that  further  testing  of  many  de¬ 
vices  that  will  ultimately  be  subject  to 
premarket  approval  is  desirable,  and  he 
is  concerned  that  rigorous  imposition 


of  investigational  device  controls  may 
discourage  such  studies. 

In  summary  of  the  foregoing  discus¬ 
sion,  proposed  {  812.2(b)  defines  the  ap¬ 
plicability  of  proposed  Part  812  to  devices 
currently  subject  to  a  premarket  approv¬ 
al  requirement.  Under  8  812.2(b),  the 
proposed  regulations  would  apply  to  any 
clinical  use  in  humans  of  a  device  that 
falls  in  any  of  three  categories: 

1.  Devices  classified  in  class  III  (pre- 
market  approval)  by  section  513(f)  of 
the  act  (21  U.S.C.  360c)  (i.e.,  any  device 
that  was  not  in  commercial  distribution 
before  May  28,  1976,  and  is  not  substan¬ 
tially  equivalent  to  a  device  that  was  in 
commercial  distribution  before  such 
date)  that  have  not  been  reclassified  in 
class  I  (general  controls)  or  class  II  (per¬ 
formance  standards)  and  for  which  no 
approved  application  for  premarket  ap¬ 
proval  under  section  515  of  the  act  is  in 
effect. 

2.  Devices  that  were  in  commercial  dis¬ 
tribution  before  May  28, 1976,  or  are  sub¬ 
stantially  equivalent  to  any  device  that 
was  in  commercial  distribution  before 
such  date,  and  that  have  been  classified 
in  class  III  (premarket  approval)  by  reg¬ 
ulation  promulgated  under  section  513 
(d)  of  the  act,  and  for  which  after  the 
applicable  transitional  period  no  ap¬ 
proved  application  for  premarket  approv¬ 
al  under  section  515  of  the  act  is  in  effect. 

3.  Devices  that  were  regarded  as  new 
drugs  or  antibiotic  drugs  before  May  28, 
1976  are  class  HI  devices  under  section 
520(1)  of  the  act  (special  transitional 
procedures  for  products  whose  regulatory 
status  has  changed  because  of  the  re¬ 
vised  definition  of  “device”),  and  for 
which  no  approved  application  for  pre¬ 
market  approval  under  section  515  of  the 
act  is  in  effect:  as  well  as  devices  that 
were  the  subject  of  a  notice  of  claimed 
exemption  for  an  investigational  new 
drug  (IND)  under  Part  312  (21  CFR  Part 
312). 

The  Food  and  Drug  Administration's 
preliminary  resolution  of  the  applicabil¬ 
ity  of  investigational  controls  to  devices 
not  currently  subject  to  the  requirement 
of  an  approved  application  for  premarket 
approval  appears  in  proposed  §  812.2(c). 
Because  of  the  foregoing  concerns,  the 
Commissioner  specifically  requests  com¬ 
ments  on  the  approach  proposed.  In  par¬ 
ticular,  the  Commissioner  invites  com¬ 
ments  on  whether,  or  in  what  manner, 
investigations  of  devices  not  currently 
subject  to  a  premarket  approval  require¬ 
ment  should  be  distinguished  from  those 
that  are  currently  subject  to  such  a  re¬ 
quirement;  whether  it  is  appropriate  to 
apply  the  same  controls  to  pre-enact¬ 
ment  devices  that  are  applied  to  substan¬ 
tially  equivalent  postenactment  devices; 
whether  the  controls  applicable  to  inves¬ 
tigational  study  of  a  device  should  vary 
with  the  device’s  classification;  and 
whether  there  are  any  uses  of  devices  not 
currently  subject  to  a  premarket  approv¬ 
al  requirement,  other  than  studies  col¬ 
lecting  data  on  safety  and  effectiveness, 
that  should  and  may  be  subject  to  inves¬ 
tigational  controls. 

Proposed  8  812.2(c)  limits  the  appli¬ 
cability  of  investigational  device  controls 
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before  final  classification  regulations 
have  been  published  to  devices  that  are 
Intended  to  be  Implanted  in  the  human 
body,  that  are  purported  or  represented 
to  be  for  use  In  supporting  or  sustaining 
human  life,  or  that  pose  an  Inherent  sig¬ 
nificant  hazard  to  patients  or  subjects. 
Thus,  before  final  classification,  there 
would  be  no  circumstances  in  which  in¬ 
vestigational  device  controls  would  apply 
to  a  device  that  is  not  intended  to  be  im¬ 
planted,  is  not  for  a  life-supporting  or 
life-sustaining  use,  or  does  not  Impose  a 
significant  hazard.  Once  a  final  regula¬ 
tion  has  become  effective  classifying  in 
class  m  a  device  not  yet  subject,  because 
of  a  transitional  period,  to  the  require¬ 
ments  of  an  approved  application  for 
premarket  approval,  investigational  con¬ 
trols  would  apply  to  any  investigational 
study  of  the  device,  under  proposed 
S  812.2(c)  (2)  (ID. 

Additionally,  when  a  final  regulation 
has  become  effective  classifying  a  device 
in  class  I  (general  controls)  or  class  n 
(performance  standards),  investiga¬ 
tional  controls  shall  apply  to  clinical 
tests  of  the  device,  if  the  device  requires 
an  exemption  from  the  requirements  of 
any  of  the  provisions  of  the  act  enumer¬ 
ated  in  section  520(g)  (2)  (A)  of  the  act. 
However,  the  Director  of  the  Bureau  of 
Medical  Devices  and  Diagnostic  Products 
may,  upon  petition  by  a  sponsor,  waive 
the  applicability  of  any  specific  require¬ 
ment  of  the  investigational  controls 
for  any  study  to  which  the  controls 
would  otherwise  apply.  In  ruling  upon  a 
petition,  the  Director  would  consider, 
among  other  factors,  the  hazards  that 
may  be  associated  with  the  device  in  the 
investigational  study  proposed  to  be  un¬ 
dertaken. 

Proposed  §  812.2(d)  describes  the  rela¬ 
tionship  between  the  investigational  de¬ 
vice  controls  in  proposed  Part  812  and 
the  product  development  protocol  provi¬ 
sions  in  section  515(f)  of  the  act.  These 
provisions  afford  a  means  of  obtaining 
FDA’s  permission  to  market  a  class  m 
device  by  a  procedure  other  than  the 
conventional  premarket  approval  proce¬ 
dures  in  section  515  (c)  through  (e)  of 
the  act,  which  are  modeled  largely  on 
the  procedures  for  premarket  approval 
of  new  drugs  in  section  505  of  the  act. 
Where  FDA  allows  a  device  to  be  devel¬ 
oped  pursuant  to  a  product  development 
protocol,  the  product  is  developed  at  the 
same  time  that  data  concerning  safety 
and  effectiveness  are  being  collected,  and 
It  Is  expected  that  FDA  and  the  advisory 
committees  that  serve  as  classification 
panels  will  provide  substantial  assist¬ 
ance  to  the  sponsor  concerning  the  test- 
fog  and  development  of  the  product. 

Proposed  5  812.2(d)(1)  provides  that 
having  In  effect  an  approved  notice  of 
completion  of  a  product  development 
protocol  shall  be  considered  the  equi¬ 
valent  of  having  in  effect  an  approved 
application  for  premarket  approval  of  a 
device,  for  purposes  of  determining  the 
applicability  of  investigational  device 
controls  to  a  product. 

Under  proposed  5  812.2(d)(2),  Part 
812  shall  apply  to  any  study  of  a  device 
pursuant  to  a  product  development  pro¬ 


tocol.  It  may  be  appropriate  for  FDA  to 
revise  this  provision  when  regula¬ 
tions  become  effective  prescribing  proce¬ 
dures  for  developing  a  device  pursuant  to 
a  product  development  protocol.  If  such 
regulations  provide  alternative  provi¬ 
sions  to  achieve  some  or  aU  of  the  ob¬ 
jectives  of  proposed  Part  812.  Until  such 
regulations  are  promulgated,  however,  it 
is  Important  that  “the  requirements  for 
proof  of  safety  and  effectiveness  are  no 
less  stringent  under  the  [product  devel¬ 
opment  protocol]  procedures  than  they 
are  under  the  procedure  requiring  an  ap¬ 
plication  for  premarket  approval”  which 
customarily  occurs  after  an  investiga¬ 
tional  exemption  (ref.  2,  at  33) . 

Under  proposed  5  812.2(e),  custom 
devices  would  be  subject  to  investiga¬ 
tional  controls  just  as  any  other  device, 
even  though  section  520(b)  of  the  act 
exempts  custom  devices  from  require¬ 
ments  relating  to  performance  stand¬ 
ards  and  premarket  approval.  In  enact¬ 
ing  the  custom  device  provisions  in  sec¬ 
tion  520(b),  Congress  recognized  that 
devices  must  sometimes  vary  from  re¬ 
quirements  In  standards  or  premarket 
approval  provisions  to  meet  individual 
needs  of  practitioners  and  patients. 
However,  Congress  did  not  exempt  cus¬ 
tom  devices  from  otherwise  applicable 
provisions  of  the  act.  Including  investi¬ 
gational  device  controls  (ref.  2,  at  45). 

DEFINITIONS 

Proposed  5  812.3  defines  a  number  of 
terms  used  In  proposed  Part  812.  Among 
the  terms  defined  are  “sponsor,”  “in¬ 
vestigator,”  and  “sponsor-investigator.” 
These  definitions,  which  are  suitable  for 
eventual  adoption  in  general  FDA  regu¬ 
lations  governing  investigational  use  of 
products,  differentiate  between  the  du¬ 
ties  of  sponsors  and  investigators.  “Spon¬ 
sor”  is  defined  as  a  person  who  in  ini¬ 
tiates  and  supports,  by  financial  or  other 
means,  an  Investigational  study  of  a  de¬ 
vice  but  who  does  not  actually  conduct 
the  study  (he.,  does  not  actually  ad¬ 
minister  the  investigational  device  to,  or 
use  it  involving,  a  subject)  unless  such 
person  is  a  sponsor-investigator.  “In¬ 
vestigator”  means  a  person  who  actually 
conducts  the  investigational  study  of  a 
device  (i.e.,  actually  administers  the  in¬ 
vestigational  device  to,  or  uses  it  in¬ 
volving,  a  subject).  “Sponsor-investi¬ 
gator”  means  a  person  who  both  Initiates 
and  conducts,  alone  or  with  others,  an 
investigational  study.  A  sponsor-investi¬ 
gator  has  the  responsibilities  both  of 
sponsor  under  proposed  Subparts  B  and 
C  and  of  investigator  under  proposed 
Subparts  E  and  F. 

A  proposed  definition  of  “person” 
clarifies  that  sponsors  may  be  individ¬ 
uals,  partnerships,  corporations,  asso¬ 
ciations,  scientific  or  academic  estab¬ 
lishments,  government  agencies,  and 
other  legal  entities. 

The  proposed  regulation  does  not  in¬ 
clude  a  definition  of  the  term  “com¬ 
mercial  distribution.”  A  definition  for 
this  term  will  be  included  in  proposed 
regulations  soon  to  be  published  in  the 
Federal  Register  by  FDA  implementing 
the  registration  and  premarket  notifica¬ 
tion  requirements  for  medical  devices 


under  section  510  of  the  act.  This  pro¬ 
posed  definition  win  govern  any  use  of 
the  term  “commercial  distribution”  with 
regard  to  proposed  Part  812. 

GENERAL  QUALIFICATIONS  FOR  AN 
EXEMPTION 

Proposed  5  812.5  enumerates  the  con¬ 
ditions  that  must  be  met  for  an  investi¬ 
gational  device  to  be  exempted  from 
otherwise  applicable  requirements  of  the 
act 

Proposed  5  812.5(a)  requires  the  label 
of  the  device  to  bear  the  name  and  place 
of  business  of  the  manufacturer,  packer, 
or  distributor,  the  quantity  of  contents, 
and  a  cautionary  statement  that  the 
device  is  limited  to  Investigational  use. 
If  the  investigational  device  Is  a  diag¬ 
nostic  product,  the  label  Is  permitted  to 
refer  to  the  article  as  a  diagnostic  prod¬ 
uct  to  reduce  possible  confusion  among 
investigators  and  other  handlers  of  the 
device.  The  requirements  proposed  un¬ 
der  5  812.5(a)  apply  only  when  an  In¬ 
vestigational  device  is  shipped  and  do 
not  apply  so  long  as  the  device  remains 
In  the  laboratory  where  It  is  developed. 
Where  shipped,  these  label  statements 
are  necessary  to  assure  that  the  origin  of 
the  product  can  be  Identified  and  to  de¬ 
ter  diversion  of  the  product  Into  nonin- 
vestigatlonal  use. 

Under  proposed  5  812.5(b) ,  the  labeling 
of  an  Investigational  device  shall  not  be 
false  or  misleading  in  any  particular. 
This  requirement,  which  is  also  found 
in  section  502(a)  of  the  act,  Is  necessary 
to  assure  that  false  or  misleading  state¬ 
ments  are  not  Included  In  labeling  of 
investigational  devices.  However,  this  re¬ 
quirement  Is  not  Intended  to  interfere 
with  investigational  studies  conducted  in 
accordance  with  proposed  Part  812.  Thus, 
the  labeling  of  an  Investigational  device 
would  not  be  regarded  as  false  or  mis¬ 
leading  if  it  complied  with  the  proposed 
regulations  although  it  failed  to  bear  In¬ 
formation  expected  in  labeling  of  mar¬ 
keted  devices.  The  Commissioner  recog¬ 
nizes  that  one  important  purpose  of  In¬ 
vestigational  studies  is  to  determine  what 
Information  should  go  In  the  labeling 
of  a  device. 

If  a  shipment  of  a  device  is  for  an  In¬ 
vestigational  study  Involving  human  sub¬ 
jects,  under  proposed  5  812.5(c)  an  ex¬ 
emption  is  subject  to  additional  condi¬ 
tions: 

1.  An  application  for  an  investigational 
device  exemption  covering  shipment 
must  have  been  submitted  by  the  sponsor 
under  Subpart  B. 

2.  The  required  30-day  period  of  time 
must  have  elapsed  followed  the  date  of 
receipt  of  the  application  by  FDA  that 
the  investigational  study  may  commence 
under  the  proposed  regulations,  or  if  the 
application  seeks  an  exemption  from  the 
banned  device  provisions,  the  Commis¬ 
sioner  must  have  approved  the  applica¬ 
tion. 

3.  The  Commissioner  must  not  have 
disapproved  the  application  for  an  In¬ 
vestigational  device  exemption  or  with¬ 
drawn  the  exemption. 

4.  Each  shipment  of  the  device  must 
have  been  made  In  accordance  with  the 
commitments  in  the  application  and  any 
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conditions  imposed  in  the  Commission¬ 
er’s  approval  of  the  application. 

5.  The  sponsor,  any  institutional  review 
committee,  and  each  investigator  must 
have  complied  with  applicable  proce¬ 
dures,  conditions,  and  requirements  of 
proposed  Part  812. 

If  the  device  is  to  be  shipped  solely  for 
tests  in  laboratory  animals  or  for  other 
tests  that  do  not  involve  human  subjects, 
under  proposed  5  812.5(d)  a  condition 
to  an  exemption  is  that  the  requirements 
of  proposed  Subpart  H  must  have  been 
met.  Additionally,  under  §  812.5(e),  If 
the  shipment  is  to  be  imported  into  or  ex¬ 
ported  from  the  United  States,  the  re¬ 
quirements  of  proposed  5  812.19  must 
have  been  met. 

Proposed  f  812.5  is  similar  to  $  312.1 
of  the  IND  regulations,  which  prescribes 
the  conditions  of  an  exemption  of  a  ship¬ 
ment  or  delivery  of  an  investigational 
new  drug  under  section  505  of  the  act. 
In  proposed  Part  812,  a  reference  to  a 
shipment  of  an  investigational  device  is 
intended  to  include  any  form  of  delivery 
of  such  a  device.  After  final  promulga¬ 
tion  of  the  proposed  regulations,  if  any 
of  the  requirements  of  5  812.5  are  not 
met,  the  device  is  subject  to  legal  action 
tinder  the  provisions  of  the  act  that 
would  apply  to  the  device  in  the  absence 
of  the  exemption. 

PETITIONS  FOR  WAIVER  OF  REQUIREMENTS 

Proposed  $  812.10  would  permit  any 
person  subject  to  a  requirement  under 
proposed  Part  812  to  petition  the  Com¬ 
missioner  for  a  waiver  of  such  require¬ 
ment.  The  petition  shall  be  submitted 
in  accordance  with  proposed  $  2.7  (21 
CFR  2.7)  of  the  Food  and  Drug  Admin¬ 
istration’s  proposed  regulations  govern¬ 
ing  administrative  practices  and  proce¬ 
dures,  which  were  published  in  the  Fed¬ 
eral  Register  of  September  3,  1975  (40 
FR  40682).  Also,  proposed  $812.10  re¬ 
quires  the  petitioner  to  set  forth  both  the 
basis  for  his  belief  that  compliance  with 
the  requirement  is  not  necessary  to 
achieve  the  objectives  of  the  investiga¬ 
tional  device  regulations  and,  where  ap¬ 
propriate,  any  alternative  means  to 
achieve  the  objective  of  the  requirement 
from  which  the  waiver  is  sought. 

Although  proposed  $  812.10  is  techni¬ 
cally  unnecessary  since  any  citizen  may 
petition  the  Commissioner  under  pro¬ 
posed  $  2.7  concerning  a  requirement 
under  the  act,  it  is  included  as  a  con¬ 
venience  to  persons  subject  to  the  in¬ 
vestigational  device  regulations.  For  ex¬ 
ample,  a  sponsor  might  petition  for  waiv- 
"er  of  the  provision  in  proposed  §  812.62 
(d) ,  which  prohibits  any  sponsor  or  in¬ 
vestigator  from  participating  in  the  se¬ 
lection  of  members  for  an  institutional 
review  committee  that  will  review  his  in¬ 
vestigational  study.  This  may  be  appro¬ 
priate  where  a  medical  faculty  member 
was  instrumental  in  establishing  an  in¬ 
stitutional  review  committee  and  then, 
several  years  later,  plans  to  serve  as  an 
Investigator  in  an  investigational  study 
of  a  medical  device  that  is  subject  to 
regulation  under  proposed  Part  812.  The 
Food  and  Drug  Administration  could  de¬ 


cide  to  waive  the  provision  of  proposed 
1812.62(d)  concerning  participation  by 
investigators  or  sponsors  in  selecting 
members  of  institutional  review  com¬ 
mittees  if  the  agency  finds  that  compli¬ 
ance  with  this  provision  is  not  necessary 
to  achieve  the  objectives  of  proposed 
Part  812. 

Under  proposed  $  812.10,  the  person 
who  submits  the  petition  continues  to  be 
subject  to  the  requirement  from  which  a 
waiver  is  sought  unless  and  until  the 
Commissioner  grants  the  petition.  The 
Commissioner  has  discretion  whether  to 
grant  such  a  petition. 

information  previously  submitted 

Proposed  $  812.12  provides  that  when¬ 
ever  proposed  Part  812  requires  the  sub¬ 
mission  to  FDA  of  information  or  data 
that  previously  had  been  submitted,  the 
information  or  data  need  not  be  resub¬ 
mitted  but  may  be  incorporated  by  ref¬ 
erence.  This  provision  is  similar  to  a  pro¬ 
vision  found  in  item  6.c.  of  the  Form 
FD-1571  for  sponsors  of  investigational 
studies  of  new  drugs,  appearing  under 
$  312.1(a)  (2)  in  the  IND  regulations. 
This  item  provides  that  in  lieu  of  sub¬ 
mitting  information  concerning  compon¬ 
ents  of  an  investigational  new  drug,  a 
sponsor  may  incorporate  by  reference 
information  previously  submitted. 

Of  course,  under  proposed  $  812.12,  the 
information  previously  submitted  must 
have  met  the  requirements  of  the  regu¬ 
lations. 

requirements  applicable  to  importers 

AND  EXPORTERS  OF  INVESTIGATIONAL 

DEVICES 

Proposed  §  812.19(a)  sets  forth  re¬ 
quirements  applicable  to  persons  who 
import  or  offer  for  importation  into  the 
United  States  an  investigational  device. 
These  requirements  are  similar  to  the 
requirements  for  importing  investiga¬ 
tional  new  drugs  under  $  312.1(b)  of  the 
IND  regulations. 

Proposed  $  812.19(b)  set  forth  re¬ 
quirements  applicable  to  persons  who  ex¬ 
port  from  the  United  States  to  a  foreign 
country  devices  that  do  not  comply  with 
the  requirements  of  the  act 

Proposed  $  812.19(b)  (1)  concerns  any 
exportation  of  a  noncomplying  device 
and  requires  that  the  device  conform  to 
the  specifications  of  the  foreign  pur¬ 
chaser,  comply  with  the  laws  of  the 
country  to  which  it  is  being  exported, 
be  labeled  for  export  on  the  outside  of 
the  shipping  package,  and  not  be  sold 
or  offered  for  sale  in  domestic  commerce. 
These  provisions  are  based  on  the  re¬ 
quirements  of  section  801(d)  of  the  act, 
both  before  and  after  enactment  of  the 
Amendments. 

Under  proposed  $  812.19(b)  (2),  addi¬ 
tional  requirements  apply  to  the  export 
of  a  device  that  does  not  comply  with 
the  requirements  of  section  514  of  the 
act  concerning  performance  standards, 
section  515  concerning  premarket  ap¬ 
proval,  section  516  authorizing  banning 
of  devices,  and  section  520(g)  authoriz¬ 
ing  exemptions  for  investigational  use  of 
medical  devices.  Any  person  who  exports 


from  the  United  States  a  device,  which 
is  subject  to  but  does  not  comply  with 
section  514,  515,  or  516  of  the  act,  for 
an  investigational  study  involving  hu¬ 
man  subjects,  must  comply  with  a  num¬ 
ber  of  additional  requirements  beyond 
those  enumerated  in  proposed  $  812.19 
(b)(1).  First,  the  exporter  shall  comply 
with,  or  shall  assure  that  another  per¬ 
son  has  complied  with,  the  requirements 
applicable  to  sponsors.  Second,  the  ex¬ 
porter  or  other  person  shall  obtain  the 
approval  of  the  government  of  a  for¬ 
eign  country  to  which  the  device  1s  pro¬ 
posed  to  be  shipped.  Third,  the  exporter 
or  other  person  shall  submit  to  FDA  a 
copy  of  this  approval,  a  request  for  per¬ 
mission  to  export  the  device,  and  an 
explanation  of  why  the  proposed  export 
of  the  device  is  not  contrary  to  the 
public  health  and  safety.  Finally,  there 
must  have  been  a  determination  by  the 
Commissioner  that  the  export  of  the 
device  to  the  foreign  country  is  not 
contrary  to  the  public  health  and  a  no¬ 
tice  by  FDA  to  the  exporter  or  other 
person  of  this  determination. 

The  additional  requirements  appli¬ 
cable  to  export  of  devices  for  investiga¬ 
tional  use  that  do  not  comply  with  sec¬ 
tions  514,  515,  or  516  of  the  act  are 
based  on  new  provisions  of  section  801 
(d)~of  the  act  as  added  by  the  Amend¬ 
ments.  These  provisions  have  required 
FDA  to  take  a  stricter  approach  to  ex¬ 
portation  for  investigational  use  of  de¬ 
vices  than  the  agency  has  taken  con¬ 
cerning  export  for  investigational  use 
of  new  drugs  under  §  312.1(a)  (2)  of  the 
IND  regulations.  The  Commissioner  rec¬ 
ognizes  that  the  Amendments  have  the 
anomalous  result  ,of  affording  more  pro¬ 
tection  to  foreign  subjects  of  investiga¬ 
tional  studies  conducted  by  United 
States  sponsors  than  are  afforded  to  do¬ 
mestic  subjects,  since  section  801(d)  of 
the  act,  as  amended,  requires  affirmative 
approval  of  the  export  while  new  sec¬ 
tion  520(g)  (4)  of  the  act  provides  that 
an  investigational  study  is  generally 
deemed  approved  30  days  after  receipt 
of  an  application,  unless  disapproved 
by  the  Commissioner  during  this  period. 
Although  the  Commissioner  believes  that 
this  result  is  probably  compelled  by  the 
Amendments,  he  invites  suggestion  of  al¬ 
ternative  approaches.  The  proposed  reg¬ 
ulations  do  not  state  criteria  for  the 
Commissioner’s  determination  that  an 
export  of  a  device  for  investigational  use 
is  contrary  to  public  health  and  safety. 
The  Commissioner  also  invites  sugges¬ 
tions  as  to  appropriate  criteria  for  this 
determination  and,  in  particular,  the  ex¬ 
tent  to  which  the  Commissioner  should 
take  into  account  the  health  and  safety 
of  subjects  in  foreign  countries. 

APPLICATIONS  FOR  EXEMPTION  FOR  INVESTI¬ 
GATIONAL  STUDIES  INVOLVING  HUMAN 

SUBJECTS 

Proposed  Subpart  B  states  require¬ 
ments  for  applications  for  exemption  for 
investigational  studies  involving  human 
subjects.  Proposed  Subpart  B  sets  forth 
requirements  applicable  to  sponsors  of 
investigational  studies,  including  sponsor 
investigators. 
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APPLICATION 

Proposed  S  812.20  sets  forth  the  re¬ 
quired  content  of  an  application  for  an 
investigational  device  exemption.  Pro¬ 
posed  §  812.20(a)  describes  technical  re- 
cuirements  for  the  application,  i.e.,  that 
four  copies  shall  be  submitted,  the  ad¬ 
dress  to  which  the  application  is  to  be 
mailed,  and  the  statements  to  appear  on 
the  outside  wrapper. 

Proposed  §  812.20(b)  describes  the  sub¬ 
stantive  information  to  be  included  in  an 
investigational  device  exemption,  which 
shall  be  submitted  on  a  form  that  will  be 
made  available  by  FDA  before  the  effec¬ 
tive  date  of  the  final  regulations.  For  the 
most  part,  the  information  to  be  sub¬ 
mitted  in  an  application  for  an  investi¬ 
gational  device  exemption  is  similar  to 
the  information  to  be  submitted  on  Form 
FD-1571,  “Notice  of  Claimed  Exemption 
for  an  Investigational  New  Drug”  under 
5  312.1(a)(2)  of  the  IND  regulations. 
However,  the  contents  of  the  applica¬ 
tion  are  described  in  the  proposed  regu¬ 
lation  rather  than  in  the  form  used  for 
requesting  an  exemption. 

Before  final  issuance  of  the  proposed 
regulations,  FDA  will  make  forms  avail¬ 
able  for  use  by  sponsors  to  apply  for  in¬ 
vestigational  device  exemptions  and  to 
obtain  signed  statements  from  investi¬ 
gators.  These  forms  may  also  be  printed 
in  the  Federal  Register  as  an  apepndix 
to  the  final  regulations. 

Like  the  IND  regulations,  the  proposed 
investigational  device  regulations  require 
the  application  for  an  exemption  to  con¬ 
duct  an  investigational  study  to  include 
the  following: 

(1)  The  name  of  the  article  and  how  it 
is  to  be  administered,  (2)  a  statement  of 
components  of  the  article,  (3)  a  state¬ 
ment  of  manufacturing  methods,  facili¬ 
ties,  and  controls,  (4)  information  con¬ 
cerning  any  institutional  review  com¬ 
mittee  that  is  to  review,  approve,  and 
monitor  the  investigational  study,  (5)  in¬ 
formation  about  the  investigational  plan, 
(6)  a  report  of  prior  investigations  and 
experience  with  the  article  including 
safety  tests  in  animals,  (7)  all  informa¬ 
tional  material,  including  the  labeling, 
to  be  supplied  to  the  investigator,  (8)  a 
description  of  the  necessary  qualifica¬ 
tions  for  investigators,  (9)  the  name  and 
qualifications  of  the  individual  who  is  to 
monitor  the  progress  of  the  study  for  the 
sponsor,  (10)  assurance  that  the  sponsor 
will  comply  with  applicable  require¬ 
ments,  (11)  justification  for  any  sale  of 
an  Investigational  article,  (12)  reasons 
for  any  requested  waiver  of  the  require¬ 
ment  that  an  Investigation  not  begin  be¬ 
fore  the  expiration  of  30  days  after  FDA 
receives  an  application,  and  (13)  when 
requested  by  FDA  after  receipt  of  an  ap¬ 
plication,  an  environmental  impact  anal¬ 
ysis  report. 

Under  new  section  520(g)  of  the  act, 
the  contents  of  an  application  for  an  in¬ 
vestigational  device  exemption  will  vary 
depending  upon  whether  the  study  will  be 
reviewed,  approved,  and  monitored  by  an 
institutional  review  committee.  When 
there  is  a  committee,  the  sponsor  must 
provide  that  committee  with  the  investi¬ 


gational  plan  and  a  report  of  prior  in¬ 
vestigations  of  the  device.  Although  the 
sponsor’s  application  to  FDA  for  an  in¬ 
vestigational  device  exemption  for  a 
study  to  be  monitored  by  a  committee 
must  include  the  complete  report  of  prior 
investigations,  it  need  include  only  a 
summary  of  the  investigational  plan  for 
the  study.  When  there  is  no  committee, 
tiie  application  to  FDA  for  an  investiga¬ 
tional  exemption  is  to  include  a  complete 
investigational  plan  as  well  as  a  complete 
report  of  the  prior  investigations  of  the 
device. 

Accordingly,  proposed  §  812.20(b)  (5) 
and  (6)  distinguish  the  situation  in 
which  there  is  an  institutional  review 
committee,  in  which  case  FDA  receives 
only  a  summary  of  the  investigational 
plan  and  information  concerning  the 
committee’s  review  and  approval,  from 
the  situation  in  which  there  is  no  ^com¬ 
mittee,  in  which  case  FDA  receives  the 
complete  investigational  plan.  In  either 
case,  FDA  must  receive  reports  of  prior 
investigations  of  a  device. 

The  proposed  investigational  device 
regulations  differ  from  the  IND  regula¬ 
tions  in  that  they  require  the  committee 
to  have  approved  an  investigational 
study  before  an  application  for  an  in¬ 
vestigational  device  exemption  is  sub¬ 
mitted  to  FDA.  The  IND  regulations  re¬ 
quire  only  that  the  sponsor  assure  FDA 
that  the  study  will  not  begin  until  it  is 
approved  by-  the  committee.  Proposed 
5  812.20(b)  (7)  requires  the  application 
for  an  investigational  device  exemption 
to  include  a  copy  of  all  forms  to  be  used 
to  obtain  informed  consent  of  human 
subjects.  This  requirement  is  to  enable 
FDA  to  monitor  compliance  with  pro¬ 
posed  Subpart  F  of  proposed  Part  812 
concerning  informed  consent  of  human 
subjects.  Although  the  IND  regulations 
do  not  explicitly  require  submission  of 
informed  consent  forms,  often  such  in¬ 
formation  is  submitted  among  the  infor¬ 
mational  materials  for  investigators  that 
the  sponsor  must  submit  to  FDA  under 
item  12.  of  Form  FD-1571  for  sponsors  of 
investigational  new  drug  studies. 

Under  proposed  §  812.20(b)  (10) ,  the 
application  must  include  a  copy  of  the 
signed  statements  of  investigators  who 
will  participate  in  the  investigational 
study.  Although  the  IND  regulations,  like 
proposed  §  812.43(b),  require  that  the 
sponsor  obtain  these  signed  statements 
from  investigators,  the  IND  regulations 
do  not  now  require  submission  to  FDA  of 
a  copy  of  these  statements.  Rather,  the 
IND  regulations  require  only  a  submis¬ 
sion  of  a  list  of  investigators,  to  be  up¬ 
dated,  with  an  assurance  by  the  sponsor 
that  signed  forms  will  be  obtained. 

In  proposed  g  812.20(b)  (12)  there  is 
another  new  requirement  that  the  spon¬ 
sor  inform  FDA  in  the  application  as  to 
whether  any  institutional  review  commit¬ 
tee  has  ever  disapproved  any  investiga¬ 
tional  study  of  the  device  and  the  reasons 
for  such  disapproval.  This  information 
will  aid  FDA  in  determining  whether  the 
agency  should  approve  an  investigational 
study.  Although  a  study  may  have  been 
disapproved  on  grounds  other  than  those 
for  FDA  disapproval  under  proposed 


§  812.30,  the  Commissioner  believes  that 
FDA’s  review  of  an  application  for  in¬ 
vestigational  device  exemption  will  be 
assisted  by  information  concerning  any 
disapproval  of  an  investigation  of  the 
device  by  an  institutional  review 
committee. 

Under  proposed  §  812.20(b)  (14) ,  the 
sponsor  who  intends  to  be  compensated 
for  an  investigational  device  shall  sub¬ 
mit  a  full  explanation  of  why,  consider¬ 
ing  manufacturing  and  other  costs,  the 
proposed  compensation  is  necessary  and 
the  amount  of  the  proposed  compensa¬ 
tion  is  reasonable,  along  with  a  state¬ 
ment  that  the  sponsor  understands  that 
any  failure  by  FDA  to  disapprove  such 
compensation  is  not  to  be  regarded  as 
permitting  the  commercialization  of  an 
investigational  device,  which  is  pro¬ 
hibited  by  proposed  g  812.50.  The  policy 
expressed  in  proposed  g  812.20(b)  (14) 
has  prevailed  under  the  IND  regulations 
for  a  number  of  years.  The  Commissioner 
recognizes  that  it  has  often  been  cus¬ 
tomary  for  sponsor  to  charge  subjects  or 
investigators  for  investigational  devices 
and,  accordingly,  invites  specific  com¬ 
ment  as  to  whether  the  policy  that  has 
applied  to  drug  investigations  should,  as 
proposed,  be  included  in  the  investiga¬ 
tional  device  regulations.  In  addition,  the 
Commissioner  invites  suggestions  con¬ 
cerning  a  definition  of  “commercializa¬ 
tion,”  a  term  also  appearing  (and  also 
undefined)  in  the  IND  regulations  and 
generally  understood  to  consist  of  any  of 
the  practices  involving  promotion  and 
sale  of  investigational  products,  which 
are  prohibited  by  the  IND  regulations 
and  would  be  prohibited  by  proposed 
g  812.50. 

As  provided  under  the  IND  regulations, 
sponsors  do  not  ordinarily  have  to  submit 
environmental  Impact  analysis  reports 
with  applications  for  investigational  de¬ 
vice  exemptions.  Such  a  report  shall  only 
be  submitted  upon  request  by  FDA  after 
the  agency  receives  an  application  and, 
if  requested,  the  report  shall  meet  the 
requirements  of  Part  6  (21  CFR  Part  6), 
the  agency’s  regulations  concerning  en¬ 
vironmental  impact  analysis. 

investigational  plan 

Proposed  §812.25  states  the  require¬ 
ments  for  an  investigational  plan  for  the 
investigational  study  of  a  device.  The 
proposed  requirements  are  in  the  nature 
of  umbrella  regulations  setting  forth 
general  rules  concerning  investigational 
studies  of  devices.  Proposed  §  812.25  will, 
if  appropriate,  be  supplemented  by  spe¬ 
cific  regulations  or  guidelines  concerning 
investigational  studies  of  particular  de¬ 
vices  or  a  class  of  devices. 

Proposed  §  812.25(a)  is  similar  in  sev¬ 
eral  respects  to  the  IND  regulations,  e.g., 
items  10.  a.  and  b.  of  Form  FD-1571  for 
sponsors  of  investigational  new  drug 
studies  and  items  4.  and  5.  of  Form  FD- 
1572  and  item  3.  of  Form  FD-1573  for 
investigators  in  drug  studies. 

As  provided  in  new  section  520(g)  of 
the  act,  under  proposed  §  812.25(b)  the 
procedures  and  conditions  in  the  investi¬ 
gational  plan  may  vary  depending  on  (1) 
the  scope  and  duration  of  the  investiga¬ 
tional  study,  (2)  the  number  of  human 
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subjects  who  are  to  be  involved  In  the 
study,  (3)  the  need  to  permit  changes  to 
be  made  in  the  device  during  the  study, 
and  (4)  the  purpose  of  the  study,  e.g., 
whether  the  study  is  designed  for  the 
purpose  of  developing  data  to  obtain  ap¬ 
proval  for  the  commercial  distribution  of 
the  device. 

Proposed  §  812.25(c)  contains  a  re¬ 
quirement  similar  to  that  in  item  10c. 
of  Form  FD-1571  for  sponsors  of  inves¬ 
tigational  new  drug  studies  that  an  in¬ 
vestigational  plan  will  not  ordinarily  be 
regarded  as  reasonable  unless  it  provides 
for  more  than  one  independent  compe¬ 
tent  investigator  to  maintain  adequate 
case  histories  of  an  adequate  number  of 
subjects  (as  described  in  proposed  §  812.- 
111) .  However,  under  the  proposed  inves¬ 
tigational  device  regulations,  this  re¬ 
quirement  is  limited  to  an  investigational 
study  that  is  for  the  purpose  of  develop¬ 
ing  data  to  obtain  approval  for  the  com¬ 
mercial  distribution  of  the  device. 

Under  proposed  §  812.25(d) ,  as  in  the 
IND  regulations,  animal  tests  may  con¬ 
tinue  during  studies  involving  human 
subjects.  This  policy  is  among  those  be¬ 
ing  reviewed  by  FDA  in  its  efforts  to  im¬ 
prove  standards  for  clinical  investiga¬ 
tions. 

The  proposed  regulations  do  not  pre¬ 
scribe  the  contents  of  the  summary  of 
the  investigational  plan  that  is  to  be  sub¬ 
mitted  to  FDA  under  proposed  §  812.20 
(b)  (5)  where  there  is  an  institutional 
review  committee  to  review  the  complete 
Investigational  plan.  This  should  include 
a  summary  of  each  of  the  items  required 
to  be  included  in  an  investig  tional  plan 
under  S  812.25.  If,  from  comments  re¬ 
ceived,  it  appears  to  be  desirable  to  pre¬ 
scribe  the  contents  of  a  summary  of  an 
investigational  plan,  the  Commissioner 
will  do  so  in  the  final  regulations. 

REPORT  Or  PRIOR  INVESTIGATIONS 
or  A  DEVICE 

Proposed  i  812.27  sets  forth  the  re¬ 
quirements  for  reports  of  prior  investiga¬ 
tions  of  a  device,  to  be  submitted  to  an 
institutional  review  committee,  if  any, 
and  to  FDA.  §uch  a  report  shall  include 
information  concerning  prior  investiga¬ 
tions  of  a  device  adequate  to  justify  the 
proposed  Investigational  study  as  de¬ 
scribed  in  the  investigational  plan.  Pro¬ 
posed  S  812.27  is  similar  in  many  respects 
to  the  IND  regulations.  (See.  e.g.,  item 
6.  of  Form  FD-1571  for  sponsors  of 
investigational  new  drug  studies.) 

Proposed  8  812.27(d)  would  establish  a 
general  rule  that  animal  tests  be  a  pre¬ 
requisite  to  tests  of  devices  in  human  sub¬ 
jects  to  establish  the  safety  of  the  device, 
except  where  tests  on  animals  would  be 
inappropriate,  such  as  where  there  have 
been  adequate  in  vitro  tests  or  there  is 
ample  literature  concerning  prior  clin¬ 
ical  investigations  or  clinical  experience. 
This  topic  is  among  those  currently  be¬ 
ing  reviewed  by  FDA  in  its  efforts  to 
improve  regulations  regarding  clinical 
investigations. 

Although  the  IND  regulations  require 
submission  of  a  summary  of  information 
about  Investigations  and  experience  with 
active  components,  proposed  8  812.27(e) 


requires  submission  of  such  a  summary 
only  where  the  information  about  a  com¬ 
ponent  is  needed  to  justify  the  investiga¬ 
tional  use  of  the  device,  since  such  in¬ 
formation  is  not  always  needed  to 
evaluate  an  investigational  study  of  a 
device. 

FDA  REVIEW  OF,  AND  ACTION  ON, 

AN  APPLICATION 

Proposed  §  812.30  describes  the  proce¬ 
dure  for  FDA’s  review  of  applications 
for  investigational  device  exemptions 
and  for  acting  on  such  applications. 

Under  proposed  8  812.30(a),  FDA  will 
notify  the  sponsor  of  the  date  of  receipt 
of  an  application  for  an  investigational 
device  exemption  submitted  in  accord¬ 
ance  with  proposed  Subpart  B.  The  no¬ 
tice  of  receipt  will  inform  the  sponsor 
that  the  investigational  study  may  not  be 
commenced  for  30  days  from  the  date  of 
receipt  of  the  application,  unless  the 
agency  has  decided  to  waive  the  30-day 
time  requirement  and  so  informs  the 
sponsor,  or  in  the  case  of  an  application 
for  an  exemption  from  the  banned  device 
provisions,  until  FDA  approves  the  ap¬ 
plication. 

Under  proposed  8  812.30(b),  the  Com¬ 
missioner  may  return  an  application 
during  the  30-day  period  if  he  finds  that 
the  application  does  not  meet  the  re¬ 
quirements  of  proposed  Subpart  B.  A 
procedure  is  provided  for  correcting 
deficient  applications.  However,  if  re¬ 
jected  as  deficient  after  submitted  a  sec¬ 
ond  time,  the  application  will  be  regarded 
as  disapproved. 

Under  proposed  8  812.30(c)(1),  an 
application  for  an  Investigational  device 
exemption  is  deemed  approved  on  the 
30th  day  after  receipt  by  FDA,  unless  the 
Commissioner  disapproves  the  applica¬ 
tion  on  or  before  that  day  or  notifies  the 
sponsor  that  the  application  does  not 
meet  the  requirements  of  proposed  Sub¬ 
part  B.  This  provision  is  based  on  new 
section  520(g)(4)  of  the  act  and  is 
similar  to  the  IND  regulations.  However, 
under  the  act  and  proposed  8  812.30(c) 
(2),  an  application  for  an  exemption 
from  a  banned  device  regulation  shall 
not  be  considered  approved  unless  the 
Commissioner  affirmatively  approves  the 
application  and  so  notifies  the  sponsor. 
The  30-day  time  limit  does  not  apply  to 
consideration  of  an  application  for 
exemption  from  a  banned  device  regula¬ 
tion. 

Proposed  8  812.30(d)  sets  forth  the 
grounds  for  disapproval  of  an  applica¬ 
tion  for  an  investigational  device  exemp¬ 
tion.  which  are  similar  to  the  grounds  for 
disapproval  of  an  IND.  Proposed  8  812- 
30(e)  sets  forth  as  an  additional  ground 
for  disapproval  of  an  application  the  de¬ 
termination  by  the  Commissioner  that 
the  proposed  Investigational  study  sub¬ 
jects  human  subjects  to  undue  risks;  the 
regulation  enumerates  factors  to  be  con¬ 
sidered  in  such  a  determination.  This 
provision  is  based  on  criteria  for  dis¬ 
approval  of  an  investigational  study  by 
an  institutional  review  committee  in  the 
Department  regulations  under  45  CFR 
46.2. 

Under  proposed  8  812.30(f),  the  Com¬ 
missioner  may  approve  conditionally  an 


application  for  an  exemption  under  Sub¬ 
part  B.  For  example,  as  a  condition  of  an 
approval,  the  Commissioner  could  re¬ 
quire  that  the  sponsor  report  to  the 
agency  semiannually  rather  than  an¬ 
nually,  or  an  application  could  be  ap¬ 
proved  on  the  condition  that  a  category 
of  proposed  subjects,  e.g.,  children,  be 
excluded  from  the  study. 

Finally,  proposed  §  812.30(g)  sets  forth 
the  procedure  for  the  Commissioner’s 
approval  of  an  application  for  an  exemp¬ 
tion  from  a  banned  device  regulation  and 
for  disapproval  or  conditional  approval 
of  any  application.  No  procedure  is  neces¬ 
sary  for  FDA  approval  of  applications 
except  where  the  sponsor  seeks  an 
exemption  from  a  banned-device  regu¬ 
lation,  since  an  application  is  generally 
deemed  approved  30  days  after  FDA  re¬ 
ceives  the  application,  unless  the  agency 
acts  to  reject  or  disapprove  the  applica¬ 
tion.  A  sponsor  who  has  received  a  noti¬ 
fication  of  disapproval  or  conditional 
approval  is  afforded  an  opportunity  for 
a  regulatory  hearing  pursuant  to  Sub¬ 
part  F  of  Part  2  of  FDA  proposed  regula¬ 
tions  concerning  administrative  practices 
and  procedures,  published  in  the  Federal 
Register  of  September  3,  1975  (40  FR 
40682).  New  section  520(g)  of  the  act 
requires  that  FDA  affiord  an  opportunity 
for  an  informal  hearing  (the  functional 
equivalent  of  FDA’s  regulatory  hearing 
under  Subpart  F  of  Part  2)  where  an 
application  for  an  investigational  device 
exemption  is  disapproved. 

Under  the  proposed  regulations,  spon¬ 
sors  may  petition  for  waiver  of  the  usual 
requirement  that  investigational  studies 
not  commence  until  30  days  after  receipt 
by  FDA  of  an  application  for  an  investi¬ 
gational  device  exemption.  This  provi¬ 
sion  for  waiver  is  based  on  the  IND  regu¬ 
lations  and,  although  such  waiver  is  not 
expressly  provided  for  in  new  section  520 
(g)  of  the  act,  the  Commissioner  believes 
it  desirable  to  provide  for  such  waiver  in 
appropriate  cases  in  investigational 
studies  of  devices.  The  proposed  regula¬ 
tions  do  not  state  the  criteria  for  a  deci¬ 
sion  by  the  Commissioner  to  waive  the 
30-day  delay.  However,  comments  are  in¬ 
vited  on  appropriate  criteria  for  such 
waiver. 

There  is  no  provision  in  proposed 
5  812.30  for  review  of  applications  for 
investigational  device  exemptions  by  the 
classification  panels  that  make  recom¬ 
mendations  to  FDA  on  classification  of 
devices  pursuant  to  section  513  of  the  act 
and  on  applications  for  premarket  ap¬ 
proval  under  section  515  of  the  act.  Sec¬ 
tion  520(g)  of  the  act  does  not  provide 
for  referral  of  applications  for  investi¬ 
gational  device  exemptions  to  the  clas¬ 
sification  panels  and,  indeed,  such  refer¬ 
ral  would  be  difficult,  if  not  impossible, 
to  accomplish  in  view  of  the  obligation 
that  FDA  review  such  applications  with¬ 
in  30  days.  However,  FDA  intends  to  seek 
the  advice  of  its  classification  panels 
concerning  applications  for  investiga¬ 
tional  device  exemptions  on  a  case-by¬ 
case  basis,  where  a  panel’s  expertise  is 
needed  and  can  be  provided  in  a  suffi¬ 
ciently  timely  manner,  such  as  for  post¬ 
approval  review  and  monitoring. 
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WITHDRAWAL  OF  AH  INVESTIGATIONAL 
DEVICE  EXEMPTION 

Proposed  S  812.35  prescribes  the  cri¬ 
teria  and  procedures  for  withdrawal  of 
an  exemption  for  the  investigational  use 
of  a  device  granted  under  proposed  Part 
812. 

The  grounds  for  withdrawal  of  an 
investigational  device  exemption  under 
proposed  g  812.35(a)  are  similar  to  the 
grounds  for  terminating  an  IND  under 
§  312.1(d).  In  addition,  under  proposed 
g  812.35(b) ,  an  exemption  shall  be  with¬ 
drawn  if  the  Commissioner  determines 
that  the  investigational  study  subjects 
human  subjects  to  undue  risks.  This  pro¬ 
vision  is  based  upon  the  Department  reg¬ 
ulations  under  45  CFR  46.2  concerning 
review  of  clinical  investigations  by  in¬ 
stitutional  review  committees. 

Proposed  g  812.35(c)  requires  an  order 
withdrawing  an  exemption  to  include  a 
complete  statement  of  the  reasons  for 
the  Commissioner’s  action.  Such  order 
shall  be  issued  only  after  the  sponsor 
has  been  afforded  an  opportunity  for  a 
regulatory  hearing  under  Subpart  F  of 
Part  2  (the  proposed  FDA  regulations 
discussed  earlier) ,  except  that  an  order 
of  withdrawal  may  be  issued  before  pro¬ 
viding  an  opportunity  for  such  a  hearing 
if  the  Commissioner  determines  that 
continuation  of  testing  under  the  ex¬ 
emption  will  result  in  an  unreasonable 
risk  to  the  public  health  or  safety.  The 
Commissioner  intends  that  a  discovery 
that  crucial  data  submitted  in  support 
of  an  Investigational  study  were  false 
could  result  in  immediate  withdrawal  of 
the  exemption  because,  under  the  cir¬ 
cumstances,  continuation  of  testing 
could  result  in  an  unreasonable  risk  to 
the  public  health  and  safety. 

Because  of  specific  provisions  in  new 
section  520(g)  of  the  act,  the  procedure 
for  withdrawing  an  investigational  de¬ 
vice  exemption  differs  somewhat  from 
the  current  procedures  for  terminating 
an  IND.  First,  no  provision  is  included 
for  a  prehearing  conference  concerning 
a  proposed  withdrawal  of  an  exemption, 
although  such  a  conference  could  occur 
absent  a  provision  in  the  regulation. 
Second,  the  IND  regulations  include  a 
more  stringent  standard  for  FDA  orders 
terminating  testing  prior  to  affording  the 
sponsor  an  opportunity  for  a  hearing: 
an  IND  may  be  terminated  prior  to  op¬ 
portunity  for  such  a  hearing  only  if  con¬ 
tinuation  of  the  investigation  presents 
an  imminent  hazard  to  the  public  health. 
Proposed  g  812.35(c)  follows  the  proce¬ 
dures  in  the  Amendments  rather  than 
the  IND  regulations  in  these  two  respects. 

Proposed  g  812.35(d)  permits  an  ex¬ 
emption  for  investigational  use  of  a  de¬ 
vice  that  was  withdrawn  to  be  reinstated 
if  the  sponsor  satisfies  the  Commissioner 
that  the  grounds  for  withdrawal  of  the 
exemption  no  longer  apply.  This  provi¬ 
sion  parallels  g  312.1(d)  of  the  IND 
regulations. 

CONFIDENTIALITY  OF  DATA  AND  INFORMATION 
IN  AN  APPLICATION 

Proposed  g  812.38  prescribes  the  rules 
governing  confidentiality  of  data  and 
information  in  an  application  for  an  in¬ 


vestigational  device  exemption.  This  sec¬ 
tion  is  similar  to  g  312.5  of  the  IND  regu¬ 
lations.  The  preamble  of  the  final  regu¬ 
lation  promulgating  g  312.5,  published 
In  the  Federal  Register  of  December  24, 
1974  (39  FR  44602),  Includes  useful 
guidance  concerning  the  interpretation 
of  this  section. 

SUPPLEMENTAL  APPLICATIONS  AND 

SUBMISSIONS  CONCERNING  APPLICATION 

Proposed  §  812.39  describes  the  situa¬ 
tions  in  which  a  supplemental  applica¬ 
tion  is  required  to  update  an  application 
submitted  under  proposed  g  812.20. 

Under  the  general  rule  in  proposed 
§  812.39(a),  information  contained  in  an 
application  may  be  updated  by  a  report 
to  FDA  under  proposed  g  812.55.  Usually 
it  will  be  sufficient  for  changes  in  the 
application  to  be  described  in  a  spon¬ 
sor’s  report  that  is  submitted  annually, 
or  at  another  appropriate  interval,  under 
proposed  g  812.55. 

There  three  exceptions  to  the  general 
rule  that  an  application  may  be  updated 
by  means  of  the  sponsor’s  regular  re¬ 
ports.  First,  under  proposed  g  812.39(b), 
sponsors  must  obtain  FDA’s  review  and 
prior  approval  of  proposed  changes  in, 
or  deviations  from,  the  investigational 
plan  which  may  affect  the  validity  of  the 
study  or  the  rights  or  safety  of  human 
subjects,  except  where  the  change  or  de¬ 
viation  is  necessary  to  eliminate  or  re¬ 
duce  an  apparent  Immediate  hazard  to 
the  safety  of  a  human  subject  participat¬ 
ing  in  the  study,  in  which  case  notice 
shall  be  submitted  as  soon  as  possible 
after  the  change  or  deviation  has  oc¬ 
curred.  Second,  under  proposed  g  812.39 
(c) ,  sponsors  must  submit  any  additional 
signed  statements  of  Investigators  to 
FDA  before  such  investigators  may  be¬ 
gin  participation  in  an  investigational 
study  unless  FDA  approves  addition  of 
the  investigators  by  rapid  communica¬ 
tion  techniques  before  submission  of 
signed  statements  of  life-threatening 
situations.  Third,  under  proposed  g  812  - 
39(d),  sponsors  shall  submit  to  FDA  at 
the  time  they  are  provided  to  investiga¬ 
tors  any  additional  forms,  or  revisions  in 
forms,  to  be  used  by  investigators  to  ob¬ 
tain  informed  consent  of  human  sub¬ 
jects,  as  well  as  any  additional  or  re¬ 
vised  informational  materials  supplied  to 
investigators  which  had  not  been  sub¬ 
mitted  in  the  application  or  in  any  sub¬ 
sequent  submissions. 

An  important  element  of  the  proper 
scientific  approach  to  research  is  to  pre¬ 
pare  a  plan  or  protocol  defining  the  re¬ 
search  objective  or  hypothesis  and  out¬ 
lining  how  it  is  to  be  attained  or  tested, 
such  as  the  investigational  plan  required 
under  g  812.25.  The  Food  and  Drug  Ad¬ 
ministration  traditionally  has  viewed 
these  plans  and  protocols  as  an  essen¬ 
tial  prerequisite  to  a  study  but  recog¬ 
nized  that  research  on  living  things, 
especially  human  beings,  requires 
greater  flexibility  than  a  pure  mechani¬ 
cal  science:  on  the  one  hand,  modifica¬ 
tions  may  be  necessary  to  take  into  ac¬ 
count  new  information  indicating  avoid¬ 
able  safety  risks;  on  the  other  hand,  a 
thesis  may  be  established  earlier  than 


anticipated,  e.g.,  overwhelming  evidence 
of  effectiveness  or  lack  of  effectiveness  in 
Initial  trials.  Therefore,  the  agency  has 
permitted  modification  of  a  plan  or  pro¬ 
tocol  by  the  investigator  without  prior 
approval  of  the  sponsor  based  on  infor¬ 
mation  gained  during  the  study.  See,  e.g., 
the  IND  regulations,  item  5.  of  Form  FD- 
1572  for  investigators. 

Experience  has  indicated,  however, 
that  other  significant  changes  have  been 
made  in  a  plan  or  protocol  without  no¬ 
tice  to,  or  approval  by,  a  sponsor.  These 
changes  have  in  some  cases  undermined 
the  validity  of  the  study  and  have  in 
others  exposed  subjects  to  different  risks 
or  inappropriately  affected  their  rights. 
The  Commissioner  reasserts  the  agen¬ 
cy’s  commitment  to  encouraging  re¬ 
search  and  to  providing  wide  latitude  to 
clinical  investigators.  The  Commissioner 
is  proposing,  however,  that  the  approval 
of  FDA  and  the  institutional  review  com¬ 
mittee  must  be  obtained  when  certain 
types  of  changes  are  considered,  unless, 
of  course,  a  change  is  necessary  to  elimi¬ 
nate  or  reduce  an  apparent  immediate 
hazard  to  the  safety  of  human  subjects, 
in  which  case  Immediate  action  is  justi¬ 
fied.  Proposed  g  812.39(b)  (3)  illustrates 
situations  in  which  the  prior  approval  re¬ 
quirement  applies. 

SPONSOR  RESPONSIBILITIES  IN  INVESTIGA¬ 
TIONAL  STUDIES  INVOLVING  HUMAN  SUBJECTS 

Proposed  Subpart  C  enumerates  the 
responsibilities  of  sponsors,  including 
sponsor-investigators,  in  investigational 
studies  involving  human  subjects. 

GENERAL 

Proposed  g  812.40  explains  that  the  re¬ 
quirements  of  proposed  Subpart  C  are 
conditions  to  any  exemptions  for  in¬ 
vestigational  studies  under  proposed  Part 
812  and  are  in  addition  to  any  other 
requirements  applicable  to  sponsors 
under  the  act  or  under  Chapter  I  of  21 
CFR.  For  example,  sponsors  are  also  sub¬ 
ject  to  requirements  under  Subpart  B  of 
proposed  Part  812  concerning  applica¬ 
tions  for  investigational  device  exemp¬ 
tion  and  may  be  subject  to  requirements 
to  be  prescribed  in  future  regulations 
concerning  applications  for  premarket 
approval  under  section  515  of  the  act. 

REVIEW  OF  THE  INVESTIGATIONAL  STUDY  BY 

FDA  AND  THE  INSTITUTIONAL  REVIEW 

COMMITTEE 

Proposed  g  812.42(a)  requires  the  spon¬ 
sor  to  submit  for  review  and  approval  by 
FDA  an  application  for  an  investiga¬ 
tional  device  exemption,  In  accordance 
with  Subpart  B  of  proposed  Part  812,  be¬ 
fore  any  human  subjects  are  allowed  to 
participate  in  the  investigational  study. 
The  sponsor  must  also  meet  the  other 
requirements,  which  are  conditions  for 
an  investigational  device  exemption 
under  proposed  g  812.5,  and  assure  that 
FDA  is  provided  both  the  information 
concerning  the  proposed  Investigational 
study  and  the  device  needed  for  FDA 
review,  approval,  and  monitoring  of  the 
study. 

Proposed  g  812.42(b)  prohibits  a  spon¬ 
sor  from  allowing  human  subjects  to  par- 
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ticipate  in  a  proposed  investigational 
study  until  such  time  as  the  study  has 
been  reviewed  by,  and  an  investigational 
device  exemption  has  been  obtained 
from,  FDA  pursuant  to  Subpart  B  of  pro¬ 
posed  Part  812. 

Proposed  §  812.42(c)  sets  forth  addi¬ 
tional  requirements  applicable  to  spon¬ 
sors  where  the  proposed  investigational 
study  is  subject  to  an  institutional  re¬ 
view  requirement  under  Subpart  D  of 
proposed  Part  812.  The  proposed  require¬ 
ments  would  enable  the  committee  effec¬ 
tively  to  review,  approve,  and  monitor  an 
investigational  study. 

The  requirements  applicable  to  spon¬ 
sors  of  investigational  studies  of  devices 
under  proposed  §  812.42  have  counterpart 
requirements,  or  implied  requirements, 
under  the  IND  regulations,  e.g.,  items 
lO.c.  and  14.  of  Form  FD-1571  for  spon¬ 
sors  of  IND’s  and  item  3.  in  Form  FT- 
1572  and  item  2.a.  in  form  FD-1573  for 
investigators. 

selection  of  investigators 

Proposed  §  812.43(a)  requires  a  sponsor 
to  select  as  investigators  only  individuals, 
who,  because  of  their  training  or  ex¬ 
perience,  qualify  as  suitable  experts  to  in¬ 
vestigate  the  safety  and  effectiveness  of 
the  device  and  who  have  the  ability  and 
commitment  to  comply  with  the  investi¬ 
gational  plan  and  the  procedures,  condi¬ 
tions,  and  requirements  applicable  to  in¬ 
vestigators  under  proposed  Part  812.  Pro¬ 
posed  S  812.43(b)  requires  the  sponsor  to 
obtain  from  each  investigator  who  will 
participate  in  the  investigational  study  a 
signed  statement  for  submission  to  FDA 
that  includes  (1)  information  concern¬ 
ing  the  investigator’s  qualifications,  (2) 
an  agreement  to  comply  with  the  in¬ 
vestigational  plan,  the  regulations,  and 
any  conditions  of  approval  of  an  applica¬ 
tion,  (3)  an  agreement  that  any  use  of 
the  device  involving  human  subjects  will 
be  under  the  Investigator’s  supervision, 

(4)  a  statement  as  to  whether  any  inves¬ 
tigational  study  or  other  research  by  the 
Investigator  has  been  discontinued,  and 

(5)  the  name  and  qualifications  of  any 
other  investigator  under  the  supervision 
of  the  investigator  signing  the  statement 
who  will  participate  in  the  investigational 
study. 

Under  the  IND  regulations,  sponsors 
have  an  implied  duty  in  item  8.  of  Form 
FD-1571  to  select  only  competent  indi¬ 
viduals  as  investigators.  This  duty  is  be¬ 
ing  expressed  directly  in  proposed  §812.- 
63(a)  .  Section  312.1(a)  (12)  and  (13)  of 
the  IND  regulations  require  sponsors  to 
obtain  from  investigators  signed  state¬ 
ments  setting  forth  the  investigators’ 
qualifications  to  participate  in  a  study 
and  a  number  of  commitments  by  the  in¬ 
vestigators  relevant  to  the  conduct  of  the 
study.  As  discussed  earlier,  the  IND  reg¬ 
ulations  do  not  how  require  that  the  in¬ 
vestigators’  signed  statements  be  sub¬ 
mitted  to  FDA,  although  item  9.  of  Form 
FD-1571  for  IND  sponsors  requires  that 
FDA  be  provided  a  list  of  the  names  of 
investigators,  to  be  updated,  along  with 
the  sponsor’s  assurance  that  the  required 
signed  statements  will  be  obtained. 


CONTROL  OVER  THE  INVESTIGATIONAL  DEVICE 

Proposed  §  812.45  requires  sponsors  to 
permit  the  investigational  device  to  be 
shipped  only  to  investigators  who  have 
signed  the  required  statements;  to  recall 
any  unused  supply  of  an  investigational 
device  when  a  study  is  completed  or  dis¬ 
continued,  or  the  exemption  is  with¬ 
drawn;  to  maintain  adequate  and  accu¬ 
rate  records  showing  the  shipment,  re¬ 
ceipt,  or  other  disposition  of  devices;  and 
to  assure  that  the  methods,  facilities,  and 
controls  for  manufacture,  processing, 
storage,  and  installation  of  the  device 
adequately  assure  the  safety  and  effec¬ 
tiveness  of  the  device.  The  investigators 
vwould  be  subject  to  similar  requirements 
relating  to  control  over  investigational 
devices,  under  proposed  §  812.107,  dis¬ 
cussed  in  detail  below  in  this  preamble. 

The  IND  regulations  include  require¬ 
ments,  or  implied  requirements,  which 
are  counterparts  to  the  proposed  require¬ 
ments  for  sponsors  concerning  control 
over  investigational  devices  in  §  812.45. 
An  investigational  new  drug  may  only  be 
shipped  to  investigators  who  have  signed 
the  required  statements.  Under  §  312.1 
(d)  of  the  IND  regulations,  the  sponsor 
must  recall  unused  supplies  of  investiga¬ 
tional  new  drugs  upon  termination  of  an 
IND.  Shipment  records  on  investigational 
new  drugs  are  required  under  §  312.1(a) 
(4).  Sponsors  have  implied  obligations 
concerning  the  methods,  facilities,  and 
controls  used  for  the  manufacturing, 
processing,  and  packing  of  investiga¬ 
tional  new  drugs  under  item  5.  of  Form 
FD-1571  for  sponsors  of  investigational 
studies  of  new  drugs. 

MONITORING  THE  INVESTIGATIONAL  STUDY 

Proposed  §  812.46(a)  requires  sponsors 
to  monitor  the  investigational  study  con¬ 
tinuously  to  assure  that  the  requirements 
of  proposed  Part  812  are  met  and  to  eval¬ 
uate  data  regarding  device  safety  and  ef¬ 
fectiveness  upon  receipt  of  such  data 
from  investigators. 

Proposed  §  812.46(b)  requires  the  spon¬ 
sor  to  designate  an  appropriately  trained 
individual  to  monitor  the  study  and  eval¬ 
uate  the  data  received  from  investigators. 
Proposed  §  812.46(c)  requires  that  the 
sponsor  assure  that  participating  investi¬ 
gators  conduct  the  investigational  study 
in  accordance  with  the  investigational 
plan,  the  requirements  of  proposed  Part 
812,  and  any  conditions  of  approval  of 
an  application  for  an  investigational  de¬ 
vice  exemption  imposed  under  §  812.30 
(f).  Proposed  §  812.46(d)  requires  a 
sponsor  to  discontinue  shipments  of  an 
investigational  device  to  any  investigator 
who  has  failed  to  comply  with  the  inves¬ 
tigational  plan,  proposed  Part  812,  and 
any  conditions  of  approval.  Proposed 
§  812.46(e)  requires  the  sponsor  to  have 
and  to  comply  with  an  adequate  plan  for 
monitoring  the  investigational  study. 

Proposed  §  812.46(f)  requires  the  spon¬ 
sor  to  undertake  a  special  investigation 
whenever  he  learns  of  any  adverse  effect 
which  may  reasonably  be  regarded  as 
caused  by,  or  probably  caused  by,  the  in¬ 
vestigational  device  and  it  was  not  pre¬ 
viously  anticipated  in  any  material  sub¬ 


mitted  to  FDA.  (The  sponsor  is  also  ex¬ 
pected  to  monitor  and  investigate  antici¬ 
pated  adverse  effects  of  a  device  as  a  part 
of  the  sponsor’s  general  duty  to  monitor 
the  study  under  proposed  §  812.46(a)  and 
to  describe  findings  of  such  investigation 
in  reports  to  FDA  under  proposed  §  812.- 
55).  The  sponsor  must  also  undertake  a 
special  investigation  of  any  known  deaths 
of  subjects  and  any  life-threatening 
medical  problems  that  have  occurred  in 
the  study.  All  investigators  participating 
in  a  study  must  be  informed  of  any  ad¬ 
verse  effect,  death,  or  medical  problem 
reported  by  any  other  investigator  of  the 
device  as  soon  as  possible,  but  not  later 
than  5  days  after  the  sponsor  learns  of 
the  adverse  effect,  death,  or  medical 
problem.  Investigators  have  a  similar  re¬ 
sponsibility  to  report  to  sponsors  con¬ 
cerning  any  such  adverse  effect,  death, 
or  medical  problem,  under  proposed 
§  812.112(c).  Where  the  sponsor  or  FDA 
regards  as  serious  any  adverse  effect, 
death,  or  medical  problem,  the  sponsor 
shall  suspend  the  investigation  and  shall 
not  resume  the  investigation  until  it  de¬ 
termines,  subject  to  the  concurrence  of 
FDA,  that  the  investigation  can  safely  be 
resumed.  Where  there  is  substantial 
doubt  that  the  study  can  safely  be  re¬ 
sumed,  the  sponsor  shall  discontinue  the 
investigational  study. 

Proposed  §  812.46(g)  prohibits  a  spon¬ 
sor  from  unduly  prolonging  an  investi¬ 
gational  study  beyond  the  period  that  is 
suitable  for  the  development  of  data  to 
obtain  approval  of  an  application  for 
premarket  approval  of  a  device.  The 
sponsor  is  required  to  submit  an  ap¬ 
plication1  for  premarket  approval  with 
reasonable  promptness  after  it  finds  that 
the  results  of  the  investigational  study 
may  establish  the  safety  and  effective¬ 
ness  of  the  device  and  within  60  days 
after  receipt  of  a  written  request  for  such 
an  application  from  the  Commissioner. 
If  the  sponsor  does  not  submit  an  ap¬ 
plication  after  such  a  request,  it  shall 
give  adequate  reasons  for  not  doing  so 
or  shall  discontinue  the  investigation. 

The  IND  regulations  include  a  num¬ 
ber  of  provisions  which  are  similar  to 
those  proposed  in  §  812.46.  These  re¬ 
quirements  are  found  in  5  312.1(a)(5) 
through  (9). 

Submitting  Information  to 
Investigators 

Proposed  §  812.47  requires  the  sponsor 
to  provide  all  investigators  with  copies 
of  the  investigational  plan,  the  report  of 
prior  investigations  of  the  device,  and 
labeling  (including  labels)  for  the  de¬ 
vice  which  describes  all  relevant  hazards, 
contraindications,  adverse  effects,  inter¬ 
fering  substances  or  devices,  and  needed 
precautions.  The  labeling  shall  not  rep¬ 
resent  that  the  safety  or  effectiveness  of 
the' device  has  been  established  for  the 
purposes  to  be  evaluated.  Proposed 
§  812.47(b)  requires  the  sponsor  to  notify 
each  investigator  of  any  adverse  effect, 
death,  or  medical  problem  that  is  subject 
to  the  requirement  of  a  special  investiga¬ 
tion  under  proposed  §  812.45(f).  Pro¬ 
posed  §  812.47(c)  requires  the  sponsor  to 
notify  each  investigator  of  the  comple- 
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tlon  or  discontinuance  of  an  Investiga¬ 
tional  study  or  the  withdrawal  of  an  ex¬ 
emption. 

Proposed  §  812.47(d)  requires  the 
sponsor  to  notify  each  Investigator  If  an 
application  for  premarket  approval  of 
the  device  is  approved. 

The  IND  regulations  Include  require¬ 
ments  similar  to  those  proposed  in  §  812.- 
47.  These  are  found  in  !  312.1(a)  (7)  of 
the  IND  regulations,  items  7.  and  12.  of 
Form  FD-1571  for  sponsors,  item  6.a.  of 
Form  FD-1572,  and  item  4. a.  of  Form 
FD-1573  for  investigators. 

PROMOTION  AND  SALK  OF  AN  INVESTIGATIONAL 
DEVICE 

Proposed  S  812.50(a)  prohibits  a  spon¬ 
sor  and  any  person  acting  for  or  on  be¬ 
half  of  the  sponsor  from  disseminat¬ 
ing  any  promotional  material  represent¬ 
ing  that  the  device  being  investigated  is 
safe  or  effective  for  the  purposes  for 
which  it  Is  under  investigation. 

Proposed  §  812.50(b)  provides  that  a 
sponsor  shall  not  commerically  dis¬ 
tribute,  test  market,  or  otherwise  com¬ 
mercialize  an  Investigational  device  until 
the  device  has  been  approved  for  mar¬ 
keting  for  the  purpose  for  which  it  is 
being  investigated.  However,  this  re¬ 
striction  does  not  apply  with  respect  to 
commercial  distribution  permitted  dur¬ 
ing  the  transitional  period  for  a  class  HI 
device  that  was  in  commercial  distribu¬ 
tion  before  May  28,  1976,  the  enactment 
date  of  the  Amendments,  or  that  is  sub¬ 
stantially  equivalent  to  a  device  that  was 
in  commercial  distribution  before  such 
date,  or  to  a  device  classified  in  class  I 
or  EL 

Proposed  S  812.50(c)  prohibits  a  spon¬ 
sor  from  charging  subjects  or  investi¬ 
gators  for  an  investigational  device  if 
PDA  finds  the  compensation  to  be  un¬ 
reasonable  considering  the  manufactur¬ 
ing  or  other  costs  of  the  device,  and  has 
notified  the  sponsor  of  this  finding. 

The  rules  proposed  in  5  812.50  are 
based  upon  $  312.1(a)  (10)  and  (11)  of 
the  IND  regulations  and  items  7.  and  13. 
of  Form  FD-1571  for  sponsors.  However, 
the  Commissioner  recognizes  that  de¬ 
vices  that  are  subject  to  a  transitional 
period  can  be  commercially  distributed 
at  the  same  time  that  they  are  being 
investigated.  The  Commissioner  invites 
suggestions  on  how  commercial  distribu¬ 
tion  of  a  device  can  best  be  distinguished 
from  distribution  of  a  device  for  investi¬ 
gational  use,  so  that  the  agency  can  pro¬ 
vide  better  guidance  to  the  research  com¬ 
munity  and  industry  on  this  issue.  Com¬ 
ments  and  suggestions  should  consider 
the  policy  objectives  behind  the  rules 
in  the  IND  regulations  and  the  proposals 
that  restrict  promotion  and  sale  of  in¬ 
vestigational  articles;  To  assure  that 
claims  for  articles  are  not  made  prema¬ 
turely,  to  assure  that  the  device  is  not 
distributed  too  widely  in  investigational 
studies,  and  to  prevent  an  investigational 
exemption  from  serving  as  a  subterfuge 
for  unapproved  commercial  marketing. 

REPORTING  TO  FDA,  MAINTAINING  RECORDS, 
AND  PERMITTING  INSPECTION 

Proposed  S  812.55(a)  requires  a  spon¬ 
sor  to  make  accurate  and  adequate  rec¬ 


ords  for  reporting  to  PDA  on  the  progress 
of  the  investigational  study.  Reports  shall 
be  made  at  appropriate  Intervals  not  ex¬ 
ceeding  1  year.  Proposed  |  812.55(b)  re¬ 
quires  the  sponsor  to  notify  FDA  of  the 
completion  or  discontinuance  of  the  in¬ 
vestigational  studies  within  30  days  and 
to  make  an  accurate  and  adequate  final 
report  to  the  agency  within  6  months  fol¬ 
lowing  such  action  or  the  withdrawal  of 
the  exemption.  Proposed  §  812.55(c)  re¬ 
quires  the  sponsor  to  report  to  FDA  any 
adverse  effect,  death,  or  medical  prob¬ 
lem  that  is  subject  to  the  requirement  of 
a  special  investigation  under  §  812.46(f), 
promptly  and  in  no  event  later  than  5 
working  days  after  the  sponsor  learns  of 
the  adverse  effect,  death,  or  medical 
problem.  Proposed  { 812.55(d)  requires 
a  sponsor  to  submit  to  FDA  a  copy  of  a 
report  of  a  determination  by  an  investi¬ 
gator  that  informed  consent  cannot  be 
obtained,  promptly  and  in  no  event  later 
than  5  working  days  after  the  report  is 
received  from  the  investigator.  Proposed 
§  812.55(e)  requires  a  sponsor  to  retain  a 
copy  of  any  application,  report,  or  corre¬ 
spondence  that  he  submits  to  FDA  under 
proposed  Part  812.  Proposed  5  812.55(f) 
describes  the  period  of  time  for  which  a 
sponsor  shall  maintain  required  records. 
Proposed  { 812.55(g)  enables  a  sponsor 
to  withdraw  from  the  responsibility  for 
maintaining  records  for  the  required  pe¬ 
riod  of  time  by  transferring  custody  to 
another  person.  Proposed  $  812.55(h)  re¬ 
quires  a  sponsor  to  permit  an  authorized 
FDA  employee,  at  reasonable  times  and 
In  a  reasonable  manner,  to  inspect  any 
facilities  where  the  investigational  device 
Is  manufactured,  processed,  held,  or  used, 
and  to  inspect  and  copy  any  records  con¬ 
cerning  the  investigational  study,  includ¬ 
ing  any  required  reference.  In  addition, 
a  sponsor  must  permit  a  representative 
of  an  institutional  review  committee  to 
inspect  and  copy  records  of  the  sponsor 
relevant  to  the  committee’s  responsibility 
concerning  the  investigational  study. 
Proposed  §  812.55(1)  enables  FDA  to  re¬ 
quire  a  sponsor  to  submit  any  records 
concerning  the  investigational  study,  in¬ 
cluding  any  records  required  to  be  kept. 

Most  of  the  requirements  in  proposed 
{  812.55,  other  than  paragraph  (d),  have 
counterpart  requirements  in  the  IND 
regulations,  particularly  §  312.1(a)  (4) 
through  (6)  and  item  11  of  Form  FD- 
1571  for  sponsors.  Similar  requirements 
will  apply  to  investigators  under  proposed 
Subpart  E  of  Part  812.  Proposed  f  812.- 
55(d),  which  requires  a  sponsor  to  sub¬ 
mit  to  FDA  a  copy  of  a  report  of  a  deter¬ 
mination  by  an  Investigator  that  in¬ 
formed  consent  cannot  be  obtained  from 
a  subject  or  his  representative,  is  new 
and  is  based  upon  guidance  on  the  legis¬ 
lative  history  of  the  Amendments  (ref. 
2,  at  44). 

INSTITUTIONAL  REVIEW  COMMITTEE 

Proposed  D  establishes  requirements 
prescribing  when  institutional  review 
and  monitoring  of  investigational  studies 
are  required,  how  institutional  review 
committees  are  to  be  created,  and  the 
function  and  duties  of  such  committees. 
Section  520(g)  of  the  act  clearly  con¬ 


templates  continuation  of  the  purposes 
of  institutional  review  that  are  by  now 
well-established  in  the  research  com¬ 
munity:  to  evaluate  proposed  studies  for 
ethical  and  moral  acceptability  as  well 
as  scientific  justification  to  ensure  the 
health  and  safety  of  human  subjects;  to 
approve  or  reject  an  investigational  study 
as  part  of  the  independent  decision  of 
the  Institution  to  participate  in  the  ex¬ 
periment;  and  to  provide  a  local  mecha¬ 
nism  for  day-to-day  monitoring  of  the 
study  to  ensure  the  safety  of  the  sub¬ 
jects  and  to  ensure  that  the  study  is  ad¬ 
hering  to  any  conditions  imposed  upon 
the  sponsor  and  investigators. 

On  May  30,  1974,  the  Department  of 
Health,  Education,  and  Welfare  issued 
initial  regulations  governing  institutional 
review  of  research  funded  or  supported 
by  the  Department  (39  FR  18914; 
amended  at  40  FR  11854,  March  13, 1975; 
codified  in  45  CFR  Part  46).  The  pro¬ 
posed  regulations  are  quite  similar,  in 
terms  of  composition  of  the  peer  review 
group  and  its  operations,  to  the  Depart¬ 
ment’s  regulations,  as  well  as  to  the. 
agency-wide  regulations  currently  being 
formulated  which  rely  heavily  on  state¬ 
ments  found  in  item  10.c.  of  Form  FD- 
1571,  item  3.  of  the  Form  FD-1572,  and 
item  2. a.  of  Form  FD-1573  of  the  IND 
regulations.  However,  certain  differences 
do  eixst  between  the  Department  regula¬ 
tions  and  the  proposed  Investigational 
device  regulations. 

The  Commissioner  advises  that  the 
term  "institutional  review  committee” 
appearing  in  section  520(g)  of  the  act, 
is  intended  to  correspond  with  the  term 
“institutional  review  board”  as  used  in 
the  National  Research  Act  (Pub.  L.  93- 
348;  sec.  212(a),  which  enacted  42  U.S.C. 
474(a) )  and  the  Department's  regula¬ 
tions  (“Technical  Amendments,”  pub¬ 
lished  in  the  Federal  Register  of 
March  13,  1975  (40  FR  11854)). 

CIRCUMSTANCES  IN  WHICH  AN  INSTITU¬ 
TIONAL  REVIEW  COMMITTEE  IS  REQUIRED 

Proposed  §  812.60  described  the  situa¬ 
tions  in  which  an  institutional  review 
committee  is  required  and  provides  for 
situations  in  which  review  or  monitoring 
by  a  committee  does  not  meet  the  re¬ 
quirements  of  Subpart  D. 

Proposed  S  812.60(a)  requires  that  an 
Institutional  review  committee  be  estab¬ 
lished  by  an  institution  to  review  and 
monitor  an  investigational  study  of  a 
device  when  the  study  is  to  utilize  sub¬ 
jects  who  are  instittuionalized.  when  the 
study  is  to  be  conducted  by  an  individ¬ 
ual  a  foliated  with  an  institution  that 
agrees  to  assume  responsibility  for  the 
study,  or  when  the  study  is  to  be  con¬ 
ducted  by  an  institution  that  has  a  com¬ 
mittee  that  meets  the  requirements  of 
Subpart  D. 

Proposed  S  812.60(b)  provides  that 
when  a  committee  does  not  meet  the 
requirements  of  Subpart  D,  FDA  will 
disregard  the  review  or  monitoring  of 
any  investigational  study  by  that  com¬ 
mittee  and  require  the  sponsor  of  a  study 
that  would  be  reviewed  by  the  commit¬ 
tee  to  submit  a  complete  investigational 
plan  for  the  study. 
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that  would  be  of  great  concern  to  a  com¬ 
mittee  might  be  insufficient  for  action 
by  PDA,  e.g.,  where  the  study  is  at  odds 
with  local  ethical  and  moral  standards 
or  where  the  committee’s  responsibility 
extends  beyond  questions  of  safety  and 
scientific  validity  and  into  such  areas 
as  allocating  funds  within  an  institution. 
To  build  flexibility  into  the  committee’s 
decisionmaking  process  as  it  functions 
in  these  and  other  situations,  proposed 
§  812.66(d)  provides  that  a  committee 
may  disapprove  a  study  or  withdraw  ap¬ 
proval  of  a  study  for  any  reason  it  con¬ 
siders  appropriate. 

Proposed  §  812.66  (e)  and  (f)  prescribe 
six  specific  criteria  for  disapproving  an 
application  for  failure  to  satisfy  the  stat¬ 
utory  standard  of  adequacy  to  justify 
proposed  clinical  testing.  The  first  four 
grounds  for  disapproval  in  proposed 
§  812.66(e)  are  drawn  basically  from  the 
existing  IND  regulations  in  §  312.41.  The 
fifth,  pertaining  to  failure  to  conform  to 
procedures,  conditions,  or  requirements 
prescribed  in  this  part  is  obvious.  The 
sixth  in  proposed  §  812.66(f)  is  drawn 
from  the  Department’s  regulations  in  45 
CFR  46.2. 

Proposed  S  812.66(g)  merely  provides 
requirements  for  notification  of  the  com¬ 
mittee’s  decision  on  the  application. 

REVIEW  BY  INSTITUTION 

Proposed  §  812.70  affirms  the  respective 
powers  of  the  institutional  review  com¬ 
mittee  and  the  institution  in  approving 
or  rejecting  proposed  studies. 

RECORDS  OF  AN  INSTITUTIONAL  REVIEW 
COMMITTEE 

Proposed  §  812.75  imposes  upon  an  in¬ 
stitutional  review  committee  general  re¬ 
quirements  as  to  preparation  and  main¬ 
tenance  of  records  of  its  activities 
regarding  individual  studies. 

The  regulation  would  provide  that  rec¬ 
ords  be  kept  for  whichever  of  three  alter¬ 
native  periods  is  applicable:  (1)  2  years 
following  approval  of  marketing  of  the 
device  for  the  purposes  that  were  the 
subject  of  the  study;  (2)  5  years  follow¬ 
ing  the  date  on  which  the  results  of  the 
study  were  submitted  to  FDA  in  support 
of  marketing  of  the  device  for  purposes 
that  were  the  subject  of  the  study;  or 
(3)  in  other  situations,  2  years  following 
the  date  on  which  the  entire  investiga¬ 
tional  study  is  completed  or  discontinued, 
or  the  exemption  granted  by  FDA  is  with¬ 
drawn.  This  will  afford  the  agency  ample 
opportunity  to  verify  the  study  if  it  de¬ 
sires,  while  providing  an  investigator  a 
finite  period  of  responsibility. 

INSPECTION  OF  INSTITUTIONAL  REVIEW 
COMMITTEES 


DISQUALIFICATION  OF  AN  INSTITUTIONAL  ' 
REVIEW  COMMITTEE 

Proposed  §  812.79  institutes  disqualifi¬ 
cation  procedures  applicable  to  Institu¬ 
tional  review  committees  which  closely 
parallel  the  procedures  governing  dis¬ 
qualification  of  investigators  in  Subpart 
E,  discussed  fully  below.  One  way  in 
which  this  proposed  section  differs  from 
that  regarding  disqualification  of  inves¬ 
tigators  is  the  listing  of  grounds,  under 
proposed  §  812.79(a),  for  disqualification 
of  such  a  committee.  These  grounds  con¬ 
sist  merely  of  failure  to  undertake  or 
comply  with  a  duty  imposed  upon  such 
committee  by  other  sections  of  Sub¬ 
part  D. 

The  Commissioner  recognizes  that  this 
proposal  represents  a  departure  from 
past  policy  and  solicits  comments  on  the 
need  for  such  procedures  and  suggestions 
regarding  those  procedures  proposed. 
The  Commissioner  also  recognizes  that 
there  may  be  some  question  as  to  what 
enforcement  action  may  be  taken  by 
FDA  against  a  committee  that  is  not  in 
compliance.  Possible  sanctions  that  could 
be  imposed  include  disqualification  un¬ 
der  this  section  and  the  proposals  in 
§  812.60(b) ,  discussed  above. 

INVESTIGATOR  RESPONSIBILITIES  IN  INVES¬ 
TIGATIONAL  STUDIES  INVOLVING  HUMAN 

SUBJECTS 

Proposed  Subpart  E  defines  the  re¬ 
sponsibilities  applicable  to  investigators 
in  investigational  studies  involving  hu¬ 
man  subjects.  In  many  instances,  provi¬ 
sions  and  requirements  under  Subpart  E 
will  parallel  provisions  relating  to  spon¬ 
sors  under  Subpart  C  of  proposed  Part 
812.  In  addition,  Subpart  E  will  be  simi¬ 
lar  to,  or  be  integrated  with,  the  corre¬ 
sponding  subpart  of  the  agency-wide 
regulations  currently  being  formulated 
concerning  responsibilities  of  investiga-* 
tors  in  clinical  investigations.  In  these 
proposed  regulations,  the  Commissioner 
has  decided  at  this  time  not  >  to  propose 
major  departures  from  the  existing 
standards  set  forth  in  Forms  FD-1572 
and  FD-1573  of  the  IND  regulations  for 
investigators  in  studies  of  new  drugs. 

REVJEW  OF  INVESTIGATIONAL  STUDY  BY  THE 
FOOD  AND  DRUG  ADMINISTRATION 

Proposed  §  812.101  sets  forth  in  more 
detail,  and  makes  explicit,  requirements 
imposed  by  section  520(g)  of  the  act. 
Proposed  §  812.101  prohibits  an  investi¬ 
gator  from  allowing  human  subjects  to 
participate,  or  requesting  their  consent  to 
participate,  in  an  investigational  study 
until  such  time  as  the  sponsor  has  sub¬ 
mitted  an  application  to  FDA  for  re¬ 
view  and  approval  and  has  received  an 
exemption  from  the  agency. 


MEMBERSHIP  OF  AN  INSTITUTIONAL  REVIEW 
COMMITTEE 

Proposed  S  812.62  establishes  general 
requirements  for  the  composition  of  in¬ 
stitutional  review  committees.  An  insti¬ 
tutional  review  committee  must  be  com¬ 
posed  of  at  least  5  persons  with  varying 
backgrounds.  To  assure  sufficient  diver¬ 
sity  to  evaluate  a  study  in  terms  of  sci¬ 
ence,  law,  professional  ethics,  and  com¬ 
munity  attitudes,  no  institutional  review 
committee  may  be  composed  entirely  of 
members  of  a  single  professional  group, 
or  of  officials  or  employees  of  the  institu¬ 
tion.  To  protect  objectivity,  no  member 
of  the  institutional  review  committee 
who  is  involved  in  the  study  itself  may 
participate  in  the  institutional  review 
committee’s  deliberations,  except  to  re¬ 
spond  to  requests  for  information,  and 
no  investigator  or  sponsor  may  partici¬ 
pate  in  the  selection  of  members  for  an 
institutional  review  committee  to  review 
his  study. 

PROCEDURES  FOR  REVIEW  AND  MONITORING 

OF  INVESTIGATIONAL  STUDIES  BY  AN 

INSTITUTIONAL  REVIEW  COMMITTEE 

Proposed  §  812.65  imposes  general  pro¬ 
cedures  to  be  followed  by  institutional 
review  committees  in  monitoring  and  re¬ 
viewing  investigational  studies.  A  major 
purpose  of  this  section  is  to  provide  max¬ 
imum  flexibility  to  the  committee  in  per¬ 
forming  its  functions.  Thus,  an  institu¬ 
tional  review  committee  may  adopt  its 
own  procedures  for  conducting  reviews 
and  for  reporting  actions  to  the  parent 
institution.  The  only  mandatory  require¬ 
ments  are:  (a)  In  the  composition  of  a 
quorum;  and  in  the  definition  of  a  mini¬ 
mum  number  of  persons  for  a  quorum, 
not  less  than  a  majority  or  three  persons, 
whichever  is  greater;  (b)  in  minimum 
frequency  for  monitoring  of  studies,  1 
year;  and  (c)  in  the  obligation  of  the 
committee  to  put  its  procedures  in 
writing.  The  requirements  respecting  a 
quorum  and  written  procedures  are  new 
to  FDA  regulations  but  represent  only 
modest  extensions  beyond  existing  FDA 
and  HEW  rules. 

PROCEDURES  AND  CRITERIA  FOR  REVIEW  OF 

INVESTIGATIONAL  STUDIES  BY  AN  INSTI¬ 
TUTIONAL  REVIEW  COMMITTEE 

Proposed  §  812.66  establishes  specific 
procedures  and  criteria  to  be  followed  by 
an  institutional  review  committee  in  re¬ 
viewing  an  application  for  approval  of 
an  investigational  study. 

Proposed  §  812.66  (a) ,  (b) ,  and  (c)  es¬ 
tablish  general  procedural  requirements 
for  submission  of  applications,  notifica¬ 
tion  of  the  sponsor,  requests  for  addi¬ 
tional  information  by  the  committee, 
and  time  requirements  for  action  by  the 
committee  upon  an  application.  Proposed 
§  812.66(c)  also  provides  for  conditional 
approval  of  an  application.  The  Com¬ 
missioner  contemplates  that  a  committee 
may  consider  any  of  the  four  factors 
listed  in  section  520(g)  (2)  (C)  of  the 
act,  among  other,  in  issuing  such  a  con¬ 
ditional  approval. 

The  Commissioner  recognizes  that  spe¬ 
cial  situations  may  arise  where  factors 


Proposed  §  812.77  affirms  FDA’s  au¬ 
thority  to  inspect  institutional  review 
committees.  The  agency  intends  to  in¬ 
spect  committees  on  both  a  continued 
random  basis  and  “for  cause”  in  re¬ 
sponse  to  particular  problems.  The  num¬ 
ber  of  committees  inspected  and  the 
depth  to  which  any  is  studied  will  remain 
a  function  of  available  FDA  resources. 


REVIEW  OF  INVESTIGATIONAL  STUDY  BY 
INSTITUTIONAL  REVIEW  COMMITTEE 

Proposed  §  812.103  establishes  general 
requirements  for  submissions  that  must 
be  made  by  the  investigator  to  permit 
oversight  of  an  investigator’s  activities 
by  the  institutional  review  committee. 

Proposed  §  812.103(a)  prohibits  an  in¬ 
vestigator  from  allowing  human  subjects 
to  participate,  or  requesting  their  consent 
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to  participate,  In  a  study  until  there  has 
been  approval  by  the  committee  of  the 
study.  Proposed  g  812.103(b)  prohibits 
an  investigator  from  Implementing  a 
change  in,  or  deviating  from,  the  investi¬ 
gational  plan  until  he  has  complied  with 
g  812.105  as  discussed  below.  Proposed 
g  812.105(c)  imposes  upon  the  investi¬ 
gator  reporting  requirements:  The  in¬ 
vestigator  must  make  accurate  reports 
as  soon  as  possible,  but  in  no  event  later 
than  5  working  days,  after  the  investi¬ 
gator  discovers  adverse  effects  that  can 
reasonably  be  regarded  as  caused,  or 
probably  caused,  by  an  investigational 
device  and  were  not  preivously  anticipat¬ 
ed:  the  investigator  must  report  any 
known  deaths  of  subjects  or  any  life- 
threatening  problems  occurring  in  the 
study.  Proposed  g  812.103(d)  requires  an 
Investigator  to  report  to  the  committee 
within  3  months  after  completion  or  dis¬ 
continuance  of,  or  the  withdrawal  of  the 
exemption  for,  the  entire  Investigational 
study  or  his  portion  of  the  study,  which¬ 
ever  occurs  first.  This  will  assure  that 
the  institutional  review  committee  is 
aware  of  the  cessation  of  the  study.  Pro¬ 
posed  g  812.103(e)  requires  an  investi¬ 
gator  to  provide  adequate  information 
regarding  an  investigational  study  to  the 
committee  in  response  to  its  request,  and 
proposed  g  812.103(f)  requires  an  investi¬ 
gator  to  maintain  records  of  all  submis¬ 
sions  to,  and  all  actions  by,  the  com¬ 
mittee  regarding  the  study. 

CONFORMITY  TO  INVESTIGATIONAL  PLAN 

Section  812.105  provides  for  those  sit¬ 
uations  where  the  sponsor  or  an  investi¬ 
gator  participating  in  an  investigational 
study  wishes  to  implement  a  change  in, 
or  deviation  from,  the  investigational 
plan,  which  change  or  deviation  may  af¬ 
fect  the  validity  of  the  study  or  the  rights 
or  safety  of  human  subjects.  This  pro¬ 
vision,  which  is  related  to  proposed 
g  812.39,  requires  that  the  committee, 
if  any,  and  FDA  review  and  approve  the 
change  or  deviation  before  it  is  imple¬ 
mented  except  in  emergency  situations. 

CONTROL  OVER  THE  INVESTIGATIONAL  DEVICE 

Proposed  g  812.107  imposes  control 
over  investigational  devices  based  on  ex¬ 
perience  in  the  drug  area.  The  thalido¬ 
mide  disaster  of  the  early  1960’s  shaped 
many  of  the  policies  of  FDA  regarding 
drug  research.  The  looseness  of  control 
over  the  supply  of  thalidomide  preclud¬ 
ed  any  effective  protection  of  research 
subjects  both  before  and  after  the  risk 
of  phocomelia  (birth  deformities  of  the 
extremities)  was  discovered.  To  prevent 
repetition  of  this  problem,  it  was  neces¬ 
sary  to  require  that  investigational  arti¬ 
cles  be  distributed  only  to  qualified  and 
carefully  selected  investigators  who  were 
kept  informed  of  all  developments  re¬ 
garding  the  article.  Thus,  Congress 
sought  in  the  1962  drug  amendments  to 
assure  that  subjects  to  whom  an  investi¬ 
gational  drug  was  administered  were  un¬ 
der  the  personal  supervision  of  a  desig¬ 
nated  investigator  or  under  the  super¬ 
vision  of  investigators  responsible  to  him. 
As  part  of  this,  section  505(1)  of  the 
act,  and  IND  forms  implementing  it,  seek 


to  bar  an  investigator  from  supplying  an 
investigational  drug  to  any  Investigator 
not  responsible  to  him  for  administra¬ 
tion  to  human  beings.  The  Commis¬ 
sioner  now  proposes  to  restate  this  re¬ 
quirement  as  to  devices  in  proposed 
g  812.107(a). 

A  second  element  of  control  over  the 
Investigational  device  is  the  ability  to  re¬ 
move  it  from  use  by  subjects  and  investi¬ 
gators  in  the  event  that  its  continued 
availability  is  undesirable.  FDA  has  had 
rare  experiences  where  a  drug  study  has 
been  terminated  for  safety  reasons,  but 
a  recall  of  the  experimental  drug  has 
not  been  successful  because  of  nonco¬ 
operation  of  certain  investigators.  Thus, 
the  Commissioner  proposes  in  $  812.107 
(b)  to  restate  the  obligation  of  an  In¬ 
vestigator  to  return  all  unused  stocks  to 
the  sponsor.  He  is,  however,  broadening 
the  current  language  in  two  ways.  First 
he  is  allowing  for  alternative  disposition 
of  investigational  devices  where  the 
sponsor  directs;  this  might  permit  on¬ 
site  destruction  or  permit  use  in  animal 
or  in  vitro  experiments.  Second,  the  Com¬ 
missioner  proposes  that  a  recall  be  au¬ 
thorized  whenever  the  sponsor  deems  it 
proper,  even  though  the  study  itself  is 
not  completed  or  discontinued,  or  the 
exemption  withdrawn. 

In  addition  to  observing  restrictions  on 
the  distribution  of  investigational  de¬ 
vices  it  is  necessary  that  investigators 
maintain  adequate  and  accurate  records 
of  all  receipts  and  uses  of  such  devices. 
These  records  help  to  prevent  unauthor¬ 
ized  distributions  and  to  verify  case  his¬ 
tories.  Such  records  also  provide  a  rec¬ 
ord  of  lot  numbers  to  detect  possible  lot¬ 
to-lot  variations  in  the  device.  In  addi¬ 
tion  in  the  event  a  recall  of  unused  stocks 
of  a  device  is  necessary  to  minimize 
health  risks  to  subjects  these  records 
can  provide  the  most  readily  usable 
mechanism  to  identify  which  subjects 
have  recently  received  the  device  and  the 
quantities  they  may  still  have.  Proposed 
g  812107(c)  contains  these  requirements. 

RECORDS  REGARDING  SUBJECTS 

Proposed  g  812.111  would  impose  upon 
an  investigator  recordkeeping  require¬ 
ments  regarding  subjects  of  an  investiga¬ 
tional  study.  The  completeness  and  ac¬ 
curacy  of  the  data  regarding  subjects  are 
critical  aspects  of  any  research  project. 
Inadequate,  incomplete,  or  Inaccurate 
records  will  render  a  scientific  study  val¬ 
ueless,  thereby  vitiating  any  justification 
for  exposing  human  subjects  to  risk.  In¬ 
sufficient  or  erroneous  documentation  of 
Important  health  indicators  can  increase 
hazards  to  subjects  by  reducing  the 
ability  of  the  Investigator  to  detect 
changes  in  those  Indicators.  Therefore, 
the  Commissioner  is  adopting  the  cur¬ 
rent  commitment,  under  the  IND  regula¬ 
tions,  of  an  investigator  that  he  will  pre¬ 
pare  and  maintain  “adequate  and  accu¬ 
rate  case  histories  designed  to  record  all 
observations  and  other  data  pertinent*' 
to  the  investigation  (item  6.b.  of  Form 
FD-1572  and  item  4.c.  of  Form  FD- 
1573). 

Proposed  g  812.111(a)  identifies  the 
requisite  records  regarding  subjects  of 


investigational  studies.  First,  it  confirms 
that  a  medical  history  of  the  subject 
prior  to  the  study  must  be  Included  if 
relevant  to  the  subject’s  suitability  to 
participate  in  the  investigation. 

Second,  proposed  g  812.111(b)  con¬ 
firms  that  the  documentation  of  con¬ 
sent  should  be  filed  in  the  case  history. 
Third,  the  records  regarding  administra¬ 
tion  or  dispensing  of  investigational  de¬ 
vices,  as  well  as  any  control  device,  shall 
be  maintained  in  this  case  history  as 
well  as  in  the  records  required  for  control 
of  the  device  in  proposed  g  812.111(d). 
This  requirement  would  allow  for  a  cross 
check  on  the  distribution  of  investiga¬ 
tional  devices  and  enable  an  investiga¬ 
tor  to  contact  selected  subjects,  e.g.,  those 
receiving  the  investigational  device  in  the 
last  month.  Lastly,  the  proposed  regula¬ 
tion  emphasizes  that  the  scope  of  ob¬ 
servations  made  during  the  study  in¬ 
cludes  the  appearance  of  factors  which 
might  alter  the  effects  of  the  experimen¬ 
tal  device,  even  though  such  factors  are 
not  considered  to  be  caused  by,  or  associ¬ 
ated  with,  the  device  under  study. 

REPORTS  TO  SPONSORS 

Proposed  g  812.112  Imposes  require¬ 
ments  upon  investigators  regarding  re¬ 
ports  cm  the  Investigation  that  must  be 
made  to  the  sponsor.  Periodic  reports  to 
the  sponsor  on  the  progress  of  an  in¬ 
vestigation  enable  the  sponsor  to  collate 
and  review  data  to  obtain  an  overall  view 
of  the  study  and  report  useful  Informa¬ 
tion  to  the  investigator,  as  well  as  to 
FDA.  Frequently,  for  example,  subtle  but 
significant  trends  not  easily  detectable 
at  the  Individual  investigator  level  be¬ 
come  apparent  when  a  larger  sample  is 
analyzed.  For  this  reason,  in  g  312.1(c) 
(5)  of  the  IND  regulations,  FDA  has  re¬ 
quired  annual  progress  reports  to  be  sub¬ 
mitted  by  sponsors  of  drug  investigations 
to  the  agency,  referred  to  in  item  6.d.  of 
Form  FD-1572  and  item  4.d.  of  Form 
FD-1573  for  investigators.  The  Commis¬ 
sioner  proposes  that  investigators  be  ob¬ 
liged  to  report  annually  to  sponsors  of 
investigational  studies  of  devices  in  pro¬ 
posed  g  812.112(a). 

In  g  812.112(b) ,  the  Commissioner  pro¬ 
poses  to  require  a  final  report  from  an 
investigator  within  3  months  of  the  com¬ 
pletion  or  discontinuance  of,  or  with¬ 
drawal  of  an  exemption  for,  the  entire 
Investigational  study  or  of  his  portion 
of  the  study,  whichever  occurs  first. 

Special  reports  of  adverse  reactions 
warn  other  investigators  of  possible  haz¬ 
ards  and  may  require  a  reassessment  of 
the  beneflt-to-risk  ratio  justifying  the 
study.  The  current  IND  regulations  re¬ 
quire  timely  reports.  (See,  e.g.,  the  last 
sentence  of  item  6.d.  of  Form  FD-1572 
and  the  penultimate  sentence  in  item  4.d. 
of  Form  FD-1573  and  compare  g  312.1 
(a)(6).)  Proposed  g  812.112(c)  requires 
a  special  report  of  any  previously  unan¬ 
ticipated  adverse  effect,  that  is,  any  effect 
not  described  in  the  written  Information 
on  possible  hazards,  contraindications, 
side  effects,  and  precautions  given  the 
Investigator  by  the  sponsor.  Tils  would 
not  require  repeated  reporting  of  routine 
and  minor  side  effects  after  these  are  ln- 
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serted  In  the  sponsor’s  informational 
materials  for  investigators  but  would  re¬ 
quire  reports  of  unusual  reactions,  in¬ 
cluding  unusually  severe  reactions  and 
reactions  with  an  unusually  high  inci¬ 
dence. 

In  addition,  the  Commissioner  pro¬ 
poses  to  require  the  investigator  to  no¬ 
tify  the  sponsor  of  any  deaths,  regard¬ 
less  of  cause.  Special  reports  also  are 
warranted  if  life-threatening  medical 
problems  arise;  this  could  include,  for 
example,  problems  in  conducting  certain 
diagnostic  tests.  The  proposed  regula¬ 
tions  differ  from  the  IND  regulations 
with  respect  to  special  reporting  obliga¬ 
tions  by  substituting  for  the  current  IND 
reporting  deadlines,  which  require  that 
reporting  be  done  “promptly”  in  some 
Instances  and  “immediately”  in  others, 
the  requirement  that  reporting  is  to  be 
done  as  soon  as  possible  but  in  no  event 
later  than  5  working  days  after  discov¬ 
ery. 

Proposed  §  812.112(d)  requires  the  in¬ 
vestigator  to  submit  to  the  sponsor  a 
copy  of  any  report  of  determinations  that 
the  investigator  must  make  when  seek¬ 
ing  an  exception  from  the  informed  con¬ 
sent  requirements  pursuant  to  §  812.123. 

RETENTION  OF  RECORDS 

Proposed  §812.114  imposes  upon  an 
investigator  requirements  as  to  the  pe¬ 
riod  of  time  he  is  to  rgtain  records  re¬ 
quired  to  be  maintained  under  Subparts 
E  and  P.  The  regulation  provides  that 
records  be  kept  for  whichever  of  three 
alternative  periods  is  applicable:  (1)  2 
years  following  approval  of  marketing  of 
the  device  for  the  purposes  that  were  the 
subject  of  the  study;  (2)  5  years  follow¬ 
ing  the  date  on  which  the  results  of  the 
study  were  submitted  to  FDA  in  support 
of  marketing  of  the  device  for  purposes 
that  were  the  subject  of  the  study;  or 
(3)  in  other  situations,  2  years  following 
the  date  on  which  the  entire  investiga¬ 
tional  study  is  completed  or  discontin¬ 
ued,  or  the  exemption  granted  by  FDA  is 
withdrawn.  This  will  afford  the  agency 
ample  opportunity  to  verify  the  study, 
if  it  desires,  while  providing  an  investi¬ 
gator  a  finite  period  of  responsibility. 

The  proposed  regulations  also  provide 
a  mechanism  for  an  investigator  to 
transfer  his  records  to  another  party, 
should  he  decide  to  move,  retire,  or  other¬ 
wise  withdraw  from  his  obligations.  The 
current  IND  regulations  do  not  provide 
for  such  a  transfer. 

INSPECTION  OF  FACILITIES,  RECORDS,  AND 

REPORTS  AND  REQUESTS  FOR  RECORDS  AND 

REPORTS 

Proposed  §  812.115  imposes  certain  re¬ 
quirements  upon  investigators  governing 
inspection  of  their  facilities,  records,  and 
reports  and  requests  for  their  records 
and  reports.  The  sponsor  is  responsible 
for  the  investigational  study  because  he 
has  sought  and  received  an  exemption  to 
study  the  investigational  device.  The 
Food  and  Drug  Administration  therefore 
haa  required  under  the  IND  regulations 
that  the  sponsor  monitor  the  conduct  of 
its  investigations,  detect  safety  problems, 
and  assure  that  Investigators  fulfill  their 


commitments  upon  receiving  the  investi¬ 
gational  device.  (See,  e.g.,  §  312.1(a)  (5), 
(6),  (7) ,  and  (8)  of  the  INI)  regulations.) 
Current  IND  regulations  neither  discuss 
the  obligations  of  investigators  to  permit 
a  sponsor  to  inspect  their  facilities  and 
records  nor  limit  the  rearch  of  the  spon¬ 
sor’s  inspection.  These  matters  generally 
have  been  resolved  between  investigators, 
or  their  institutions,  and  sponsors.  In 
light  of  the  responsibilities  of  sponsors 
and  the  heightened  concern  over  the  con¬ 
fidentiality  of  records  containing  sub¬ 
jects’  names,  the  Commissioner  believes 
it  appropriate  to  propose  certain  rules  at 
this  time.  He  recognizes  that  the  National 
Commission  on  the  Protection  of  Human 
Subjects  in  Biomedical  and  Behavioral 
Research  may  offer  recommendations  in 
this  area,  and  he  further  contemplates 
proposing  more  detailed,  general  PDA 
regulations  to  protect  the  confidentiality 
of  human  subjects  in  clinical  investiga¬ 
tions. 

Until  this  can  be  done,  however,  the 
Commissioner  proposes  that  (a)  an  in¬ 
vestigator  permit  the  sponsor  or  FDA  to 
inspect  and  copy  records  that  do  not 
identify  the  human  subject  and  (b)  an 
investigator  permit  authorized  employees 
of  FDA  to  inspect  and  copy  records  that 
do  identify  a  human  subject  by  name 
upon  notice  that  the  FDA  has  reason  to 
believe  that  the  consent  of  human  sub¬ 
jects  was  not  obtained,  that  the  reports 
submitted  by  the  investigator  to  the 
sponsor  or  to  the  institutional  review 
committee  do  not  represent  actual  cases, 
actual  results  obtained,  or  that  the  sub¬ 
mitted  case  reports  or  other  records  ap¬ 
pear  to  be  otherwise  false  or  misleading. 
Proposed  §  812.115  also  provides  that 
inspections  shall  be  conducted  at  rea¬ 
sonable  times  and  in  a  reasonable  man¬ 
ner;  this  follows  the  requirement  set 
forth  in  the  current  IND  forms. 

DISQUALIFICATION  OF  INVESTIGATORS 

Proposed  §  812.119  proposes  require¬ 
ments  pertaining  to  disqualification  of 
investigators. 

Since  the  beginning  of  FDA’s  supervi¬ 
sion  of  the  conduct  of  research  under  the 
act,  the  agency  has  largely  relied  upon 
administrative  sanctions  to  achieve  com¬ 
pliance  with  the  investigational  require¬ 
ments  of  the  act.  Because  of  the  serious¬ 
ness  of  criminal  prosecution,  the  amount 
of  resources  necessary  to  prepare  and 
conduct  a  civil  or  criminal  proceeding, 
and  the  varieties  of  noncompliance  that 
did  not  reflect  criminal  intent  or  bad 
faith,  only  occasionally  has  FDA  recom¬ 
mended  judicial  proceedings  against  in¬ 
vestigators.  Instead,  the  agency  sought  to 
introduce  flexibility  into  its  regulatory 
scheme  by  developing  administrative 
procedures  to  respond  to  noncompliance 
by  an  individual  investigator.  This  has 
been  termed  the  “disqualification”  proc¬ 
ess,  and  is  currently  codified  in  §  312.1(c) 
of  the  IND  regulations. 

Disqualification  under  the  IND  regu¬ 
lations  simply  means  that  an  investigator 
is  no  longer  eligible  to  receive  investiga¬ 
tional  drugs  under  his  own  or  someone 
else’s  IND.  It  imposes  no  fine;  it  attaches 
no  financial  liability,  except  to  the  ex¬ 


tent  that  an  Investigator  may  be  unable 
to  fulfill  a  research  contract ;  it  does  not 
revoke  a  medical  license  or  institutional 
privileges.  Occasionally,  an  investigator 
who  is  subject  to  disqualification  is  also 
subject  to  malpractice  liability,  licensure 
revocation,  privilege  suspension,  or  other 
disciplinary  proceedings  for  the  same 
acts;  fii  such  situations,  the  decision  of 
FDA  may  influence  the  outside  groups, 
but  the  agency  does  not  believe  that  its 
decisions  should  be  determinative.  The 
disqualification  of  an  investigator  is  in¬ 
tended  to  achieve  one  objective;  to  pre¬ 
clude  a  disqualified  investigator  from  ac¬ 
cess  to  any  investigational  article  subject 
to  FDA  regulation  until  he  can  demon¬ 
strate  his  ability  and  willingness  to  con¬ 
form  to  the  standards  for  conducting 
clinical  studies  essential  to  assure  scien¬ 
tifically  sound  and  ethical  research. 

Disqualification  has  hot  been  used  with 
great  frequeflcy  by  FDA.  In  13  years,  23 
investigators  have  been  disqualified:  21 
by  the  Bureau  of  Drugs  and  2  by  the 
Bureau  of  Biologies  and  its  predecessor, 
the  Division  of  Biologies  Standards.  The 
Commissioner  believes,  however,  that  a 
reaffirmation  of  the  reasons  for  FDA’s 
rules,  together  with  a  more  precise  state¬ 
ment  of  these  rules,  will  improve  compli¬ 
ance.  Several  reasons  justify  revising  the 
procedures  for  disqualification  of  investi¬ 
gators,  and  FDA  is  therefore  preparing 
proposed  revisions  of  existing  regula¬ 
tions.  These  revised  procedures,  which 
will  be  proposed  for  comment  in  the  near 
future,  are  similar  to  the  procedures  that 
are  being  proposed  with  respect  to  in¬ 
vestigational  devices. 

Proposed  §  812.119  will  clarify  the 
standards  f6r  disqualification,  provide 
the  Director  of  the  Bureau  of  Medical 
Devices  and  Diagnostic  Products  with  the 
final  authority  to  act  on  a  proposed  dis¬ 
qualification,  provide  for  a  separation  of 
functions  within  the  Bureau  in  disquali¬ 
fication  proceedings,  assign  authority  to 
commence  disqualification  proceedings, 
set  forth  all  of  the  actions  or  sanctions 
which  FDA  might  take  or  invoke  as  a 
consequence  of  disqualification. 

Proposed  §  812.119(a)  sets  forth  with 
particularity  the  grounds  upon  which  an 
investigator  may  be  ruled  ineligible  to 
participate  in  further  regulated  studies. 
The  detailed  articulation  of  obligations  of 
investigators  in  Subpart  E  in  this  pro¬ 
posal  should  not  be  interpreted  as  requir¬ 
ing  perfection.  The  Food  and  Drug  Ad¬ 
ministration  is  well  aware  of  the  exigen¬ 
cies  of  clinical  investigations  and  does 
not  intend  to  invoke  several  sanctions  for 
technical  deviations  and  minor  human 
error.  While  a  high  standard  of  care  is  to 
be  expected  of  those  whose  research  place 
human  subjects  at  risk,  the  agency  will 
exercise  its  discretion  reasonably  in  ad¬ 
ministering  these  regulations,  as  it  has 
with  the  current  procedures.  The  guiding 
principle  distinguishing  “technical”  vio¬ 
lations  from  those  that  warrant  regula¬ 
tory  action  is  whether  acts  or  omissions 
of  the  investigator  caused  or  might  well 
have  caused  a  significant  adverse  effect 
on  the  safety  or  rights  of  the  subject  in¬ 
volved  or  on  the  validity  of  the  study  it¬ 
self.  The  primary  function  of  FDA’s  regu¬ 
lation  of  research  is  to  assure  that  the 
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risks  such  research  poses  to  subjects  are 
both  minimized  and  justified  by  the  bene¬ 
fits  sought  for  the  subjects,  or  for  scien¬ 
tific  knowledge,  or  both.  When  those  reg¬ 
ulations  are  violated  in  such  a  way  as  to 
increase  the  real  risks  unnecessarily,  the 
impetus  for  disqualification  is  obvious. 
Less  apparent,  but  equally  compelling,  is 
the  need  for  a  regulatory  response  when 
the  validity  of  the  study  is  impaired  with¬ 
out  a  direct  increase  in  the  risk  to  sub¬ 
jects  as,  for  example,  when  records  are 
inadequate  or  inaccurate.  The  effect  here 
is  on  the  expected  benefits  that  originally 
justified  the  study.  If  no  useful  results 
are  obtained,  the  investigation  is  value¬ 
less,  and  the  subjects  were  exposed  to  un¬ 
warranted  risks,  regardless  of  how  small 
those  risks  actually  may  have  been. 

Translating  this  principle  into  the 
form  of  regulations,  proposed  §  812.119 
(a)  sets  forth  11  specific  grounds  for  dis¬ 
qualification: 

1.  An  investigator  may  be  disqualified 
if  he  commences  a  study  without  the 
prior  approval  of  the  FDA  and  any  in¬ 
stitutional  review  committee.  The  failure 
to  utilize  this  mechanism  is  presumed 
to  affect  adversely  the  rights  of  the  sub¬ 
jects,  if  not  always  their  safety. 

2.  The  Commissioner  proposes  that  the 
unauthorized  changing  of,  or  deviating 
from,  an  investigational  plan  may  justify 
disqualification  if  the  change  or  deviation 
adversely  affects  the  rights  or  safety  of 
the  subjects  or  the  validity  of  the  study. 

3.  The  violation  of  the  rights  of  hu¬ 
man  subjects  regarding  informed  con¬ 
sent  is  a  serious  matter  warranting  reg¬ 
ulatory  action,  even  though  the  viola¬ 
tions  may  not  affect  the  safety  of  the 
subjects  or  the  validity  of  the  results. 
Such  violations  include  the  failure  to 
provide  the  essential  information  regard¬ 
ing  the  study  and  the  individual’s  rights 
as  a  subject,  the  failure  to  obtain  the 
consent  of  the  subject,  the  use  of  a  con¬ 
sent  form  that  has  not  been  approved 
by  an  Institutional  review  committee,  and 
the  use  of  a  consent  form  that  contained 
exculpatory  language. 

4.  An  Investigator  may  be  disqualified 
if  he  permits  the  investigational  device 
to  be  administered  to  subjects  who  were 
not  under  his  general  supervision.  An  in¬ 
vestigator  must  not  give  up  his  ultimate 
authority  over  the  selection  of  subjects, 
the  circumstances  of  the  use  of  the  in¬ 
vestigational  device,  and  the  monitoring 
of  subjects  participating  in  the  investi¬ 
gation. 

5.  An  Investigator  may  be  disqualified 
if  he  supplies  the  investigational  device 
to  someone  who  is  not  under  his  super¬ 
vision  or  that  of  the  sponsor.  The  inves¬ 
tigator  may  believe  that  no  subjects  will 
be  exposed,  but  the  very  loss  of  his  and 
the  sponsor’s  control  over  the  device 
creates  the  possibility  that  such  expo¬ 
sure  may  occur. 

6.  If  an  investigator  fails  or  refuses 
to  return  or  dispose  of  unused  stocks  of 
an  investigational  device  upon  the  re- 
-ipsnbsfp  aq  Xera  aq  ‘aosuods  atn  jo  }sanb 
fled.  The  continued  availability  of  these 
supplies  creates  numerous  risks. 

7.  Deficiencies  in  recordkeeping  will 
trigger  disqualification  if  they  are  so 
serious  as  to  have  a  significant  adverse 


effect  on  the  validity  of  the  study  or  on 
the  rights  or  safety  of  the  subjects,  or  if 
they  are  so  serious  as  to  prevent  an  ade¬ 
quate  audit  of  the  study. 

8.  An  investigator  may  be  disqualified 
if  he  fails  to  make  a  required  report  with¬ 
in  the  time  allotted.  Reports  on  potential 
health  problems  must  be  made  in  a 
prompt  manner  to  disseminate  data  on 
these  problems  as  rapidly  as  possible;  de¬ 
lays  may  affect  the  safety  of  subjects. 
Progress  and  final  reports  assure  the 
timely  review  of  results,  thereby  rein¬ 
forcing  the  worth  of  the  study. 

9.  The  refusal  of  an  investigator  to 
permit  an  authorized  inspection  may  lead 
to  disqualification.  In  a  sense,  both  the 
validity  of  the  study  and  the  safety  of 
the  subjects  rest  upon  the  credibility  of 
the  investigator.  This  reliance  is  tested 
and  justified  by  the  availability  of  the 
records  during  inspections.  The  Commis¬ 
sioner  notes  that  a  refusal  to  permit  any 
part  of  an  inspection  would  justify  dis¬ 
qualification,  even  if  the  remainder  of 
the  inspection  were  unhampered. 

10.  Similarly,  refusal  of  an  investigtor 
to  permit  copying  of  records  identifying 
the  names  of  human  subjects  under  the 
special  circumstances  described  in  §  812.- 
115(b)  would  be  a  basis  for  disqualifica¬ 
tion. 

11.  Finally,  the  falsification  or  with¬ 
holding  of  any  required  record  or  report 
is  an  obvious  ground  for  disqualification. 

Under  the  disqualification  procedure 
in  proposed  1812.119(b)  through  (d), 
disqualification  would  be  proposed  by  the 
officer  in  the  Bureau  who  has  direct  re¬ 
sponsibility  at  the  office  level  or  division 
level  for  monitoring  the  conduct  of  in¬ 
vestigational  studies  (now  the  Director 
of  the  Division  of  Classification  and  Sci¬ 
entific  Review) ;  notice  of  the  proposed 
action  would  be  provided  to  the  inves¬ 
tigator;  there  would  be  an  opportunity 
for  a  regulatory  hearing  before  the  Di¬ 
rector  of  the  Bureau  or  a  person  desig¬ 
nated  by  him;  the  final  action  on  the 
proposed  disqualification  would  be  taken 
by  the  Bureau  Director. 

Because  the  disqualification  of  an  in¬ 
vestigator  is  in  the  nature  of  an  adju¬ 
dicatory  proceeding,  the  proposed  FDA 
regulations  prescribing  administrative 
practices  and  procedures  eliminate  any 
view  of  prejudgment  by  separating  the 
person  who  presides  at  the  disqualifica¬ 
tion  hearing  from  the  persons  and  of¬ 
fice  proposing  the  disqualification.  See 
proposed  §  2.505  in  the  Federal  Register 
of  September  3,  1975  (40  FR  40682) .  In 
order  that  the  Director  of  the  Bureau 
may  have  euthority  to  preside  at  the 
regulatory  hearing,  it  is  necessary  that 
another  officer  within  the  Bureau  be 
given  authority  to  commence  the  dis¬ 
qualification  process.  Under  proposed 
S  812.119(b),  wherever  the  officer  in  the 
Bureau  who  has  direct  responsibility  for 
monitoring  the  conduct  of  investiga¬ 
tional  studies  has  information  indicating 
that  grounds  exist  under  S  812.119(a)  to 
justify  disqualification  ot  an.  investiga¬ 
tor,  he  may  issue  to  the  investigator  a 
written  notice  proposing  that  the  Bureau 
Director  disqualify  him  from  receiving 
investigational  devices. 


The  written  notice  provided  to  the  in¬ 
vestigator  upon  commencement  of  a 
disqualification  proceeding  shall  contain 
the  following  items  of  information,  in 
accordance  with  proposed  §  2.510(a) : 

(1)  The  notice  shall  specify  the  facts 
and  set  forth  the  specific  violations  of 
§  812.119(a)  that  are  believed  to  justify 
disqualification;  (2)  the  notice  shall 
state  that  the  investigator  has  an  oppor¬ 
tunity  for  a  regulatory  hearing  on  the 
proposed  disqualification  before  the  Bu¬ 
reau  Director,  or  a  person  designated  by 
him,  and  that  such  hearing  will  be  con¬ 
ducted  in  accordance  with  the  provisions 
of  Subpart  F  of  Part  2  of  the  proposed 
procedural  regulations;  (3)  the  notice 
shall  state  the  time  within  which  a  hear¬ 
ing  may  be  requested,  which  shall  be 
not  less  than  3  working  days  from  the 
receipt  of  the  notice;  (4)  the  notice  shall 
contain  the  name,  address,  and  tele¬ 
phone  number  of  the  official  of  the  Bu¬ 
reau  who  is  designated  as  presiding  offi¬ 
cer  for  the  regulatory  hearing  and  to 
whom  any  request  for  a  hearing  shall 
be  addressed,  and  it  shall  also  state  that 
a  request  may  be  filed  by  registered  mail, 
telegram,  telex,  personal  delivery,  or 
any  other  mode  of  written  communica¬ 
tion.  In  the  past  the  Bureau  of  Drugs 
has  provided  an  “informal”  conference 
with  the  officer  who  issued  the  notice 
before  the  “formal”  disqualification 
hearing  in  accordance  with  S  312.1(c) 
(1)  of  the  IND  regulations.  The  Com¬ 
missioner  believes  that  it  is  unnecessary 
to  provide  for  such  an  informal  confer¬ 
ence  in  the  proposed  investigational  de¬ 
vice  regulations. 

Proposed  §  812.119(d)  provides  that,  if, 
after  the  regulatory  hearing  or  after  the 
time  for  requesting  a  hearing  expires 
without  a  request  being  made,  the  Di¬ 
rector  of  the  Bureau  determines,  upon 
reviewing  the  administrative  record, 
that  the  Investigator  is  responsible  for 
any  of  the  acts  or  omissions  specified  in 
the  notice  proposing  disqualification  and 
has  not  adequately  explained  his  con¬ 
duct,  he  shall  prepare  and  issue  a  final 
order  disqualifying  the  investigator 
from  receiving  investigational  devices. 
The  final  order  shall  Include  a  statement 
of  the  basis  for  the  decision  to  disqualify 
the  investigator.  Once  a  final  order  has 
been  issued,  the  Director  of  the  Bureau 
shall  so  notify  the  investigator  and  the 
sponsor  of,  and  the  committees  respon¬ 
sible  for  review  and  monitoring  of,  each 
investigational  study  in  which  that  dis¬ 
qualified  Investigator  is  participating 
that  is  subject  to  regulation  by  the  Bu¬ 
reau.  The  Director,  however,  may  re¬ 
instate  the  inyestigator  to  allow  him  to 
complete  an  ongoing  study  if,  following 
the  procedures  of  proposed  §  812.119(f), 
the  investigator  can  assure  the  acts  or 
omissions  which  led  to  his  disqualifica¬ 
tion  will  not  recur. 

If,  after  the  regulatory  hearing,  or  if, 
after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made,  the 
Director  of  the  Bureau  determines,  upon 
reviewing  the  administrative  record, 
that  the  investigator  is  not  responsible 
for  the  acts  or  omissions  specified  in  the 
notice  proposing  disqualification,  or  that 
the  investigator  is  responsible  but  has 
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adequately  explained  his  conduct,  he 
shall  issue  a  final  order  terminating  the 
disqualification  proceeding  and  shall  in¬ 
clude  a  statement  of  the  basis  for  hie 
decision  to  terminate  the  proceeding. 
After  such  a  final  order  has  been  issued, 
the  Director  of  the  Bureau  shall  so  no¬ 
tify  the  investigator  and  the  officer  who 
proposed  disqualification.  In  addition,  if 
that  officer  notified  any  sponsor  of  an 
investigational  study  involving  the  in¬ 
vestigator  about  the  proposal  to  disqual¬ 
ify  the  investigator,  as  permitted  under 
proposed  |  812.119(g)  (2) ,  the  Director 
of  the  Bureau  also  shall  notify  the  spon¬ 
sor  that  the  disqualification  proceeding 
has  been  terminated  and  shall  include 
a  statement  of  the  reasons  therefor. 

The  Commissioner  proposes  in  §  812.- 
119(e)  to  authorize  the  Director  of  the 
Bureau  to  notify  any  persons  or  organi¬ 
zations  known  by  him  to  have  profes¬ 
sional  relations  with  the  investigator 
that  the  investigator  has  been  disquali¬ 
fied  from  receiving  investigational  de¬ 
vices  regulated  by  PDA  when  the  Direc¬ 
tor  believes  that  such  disclosure  would 
further  the  public  interest  or  would  pro¬ 
mote  compliance  with  the  law.  This  de¬ 
termination  is  within  the  discretion  of 
the  Director  and  may  be  made  after  con¬ 
sideration  of  the  circumstances  justify¬ 
ing  the  disqualification,  the  mitigating 
conditions,  and  the  degree  to  which  other 
institutions  or  persons  have  an  involve¬ 
ment  in  the  ongoing  activities  of  the  in¬ 
vestigator.  Because  notification  of  dis¬ 
qualification,  without  more  information, 
might  unduly  prejudice  the  investigator, 
the  Director  shall  provide  a  copy  of  the 
final  order  issued  under  proposed  !  812.* 
119(d)  and  shall  state  that  the  disquali¬ 
fication  constitutes  a  determination  by 
PDA  that  the  investigator  is  not  eligible 
to  participate  in  an  FDA-regulated  in¬ 
vestigation,  that  the  notice  is  being  given 
because  the  action  may  affect  the  inter¬ 
ests  of  the  person  notified,  and  that  FDA 
Is  not  advising  or  recommending  that  the 
person  take  any  action  upon  the  matter. 
A  copy  of  each  notification  issued  to 
other  persons  or  organizations  shall  be 
given  to  the  investigator. 

Once  an  investigator  has  been  dis¬ 
qualified,  proposed  §  812.119(e)(2)  pro¬ 
vides  that  each  exemption  for  investiga¬ 
tional  use  of  a  device,  application  for 
premarket  approval  of  a  medical  device, 
and  medical  device  product  development 
protocol,  whether  approved  or  not,  which 
contains  or  relies  upon  data  prepared  by 
the  investigator,  may  be  examined  to  de¬ 
termine  whether  the  data  were  essential 
to  FDA’s  decision  to  allow  the  research 
or  marketing.  If  it  is  determined  that, 
absent  such  data,  the  exemption  would 
not  have  been  granted  or  that  the  appli¬ 
cation  for  premarket  approval  or  proto¬ 
col  would  not  have  been  approved.  FDA 
will  then  determine  whether  the  data 
are  reliable.  This  may  include  requiring 
the  sponsor  or  applicant  to  submit  vali¬ 
dating  information.  If  FDA  determines 
that  the  data  are  essential  and  are  not 
reliable,  such  data  will  be  eliminated 
from  consideration  in  support  of  the  ex¬ 
emption,  application,  or  protocol.  Elimi¬ 
nation  at  such  data  will  serve  as  "new 
information’*  justifying  withdrawal  of 


approval  of  the  exemption,  application, 
or  product  development  protocol. 

A  determination  that  an  investigator 
has  been  disqualified  and  the  adminis¬ 
trative  record  regarding  such  determi¬ 
nation  are  chsclasable  to  the  public  un¬ 
der  the  Freedom  of  Information  Act  (5 
UJ3.C.  552)  and  under  FDA  public  in¬ 
formation  regulations  (21  CFR  Part  4) 
as  records  relating  to  the  administrative 
enforcement  action,  that  has  been  com¬ 
pleted. 

Proposed  3  812.119(f)  authorizes  the 
Director  of  the  Bureau  to  reinstate  the 
investigator  if  he  determines  that  the 
investigator  can  provide  adequate  as¬ 
surances  that  he  will  conduct  the  study 
in  compliance  with  the  requirements  of 
the  act  and  regulations  thereunder.  An 
investigator  who  wishes  to  lie  reinstated 
shall  explain  to  the  Director  why  he  be¬ 
lieves  he  should  be  reinstated,  as  well  as 
the  kind  of  corrective  actions  he  has 
taken  or  intends  to  take  to  assure  that 
the  acts  or  emissions  which  led  to  his 
disqualification  will  not  recur.  The  Com¬ 
missioner  believes  that  the  Directors  of 
all  bureaus  of  FDA  that  regulate  research 
should  be  consulted  prior  to  reinstate¬ 
ment  and  that,  in  fairness  to  the  inves¬ 
tigator,  all  persons  or  organizations  noti¬ 
fied  under  proposed  9  812.119  (d)  and 
(e)(1)  of  the  investigator’s  previous  dis¬ 
qualification  must  be  notified  if  that  in¬ 
vestigator  is  later  reinstated. 

A  determination  that  an  investigator 
has  been  reinstated  is  disclosable  to  die 
public  under  the  Freedom  of  Information 
Act  (5  U.S.C.  552)  and  under  Part  4  ofc 
FDA  regulations  as  records  relating  to 
completed  administrative  enforcement 
actions. 

Since  disqualification  of  an  investiga¬ 
tor  may  be  neither  a  sufficient  nor  an  ap¬ 
propriate  remedy  in  every  case,  the  Com¬ 
missioner  believes  that  disqualification 
under  this  Subpart  E  must  be  independ¬ 
ent  of,  and  neither  In  lieu  of  nor  a  pre¬ 
condition  to,  other  proceedings  or  actions 
authorized  by  the  act.  Proposed  9  812.119 
(g)  makes  clear,  therefore,  that  FDA 
may,  at  any  time,  recommend  institution 
against  an  investigator  of  any  appro¬ 
priate  judicial  proceedings,  civil  or 
criminal,  or  other  appropriate  regulatory 
action,  in  addition  to  or  in  lieu  of  dis¬ 
qualification,  and  these  proceedings  or 
other  action  may  occur  before,  simul¬ 
taneously  with,  or  after  disqualification. 

The  Commissioner  also  believes  that  it 
may,  in  certain  cases,  be  both  appropriate 
and  advisable  for  the  sponsor  of  an  In¬ 
vestigation  to  be  made  aware  that  the 
conduct  of  one  of  ltB  Investigators  may 
subject  him  to  disqualification  and  that 
such  information  ought  not  necessarily 
to  be  withheld  from  the  sponsor  until 
after  FDA  has  disqualified  the  investiga¬ 
tor.  Therefore,  proposed  9  812.119(g)  (2) 
authorizes  the  officer  who  may,  under 
proposed  9  812.119(b),  propose  disqualif¬ 
ication  to  notify  the  sponsor  of  a  study 
under  which  that  Investigator  is  par¬ 
ticipating  when  the  officer  has  reason  to 
believe  that  the  Investigator  may  be  sub¬ 
ject  to  disqualification.  Such  notification 
will  be  made  simultaneously  with  a  pro¬ 
posal  to  disqualify  the  investigator  unless 


overriding  safety  consideration;  warrant 
earlier  notification  of  a  sponsor. 

Because  the  Commissioner  believes  It  is 
important  that  the  sponsor  of  an  investi¬ 
gation  be  able  to  remove  an  investigator 
at  any  time  from  further  participation  in 
any  investigation  he  is  conducting  for  the 
sponsor,  proposed  9  812.119(h)  makes 
dear  that  the  sponsor  has  such  authority 
and  may  remove  an  investigator,  whether 
or  not  FDA  has  commenced  any  action 
to  disqualify  that  investigator.  Further, 
in  removing  an  investigator,  the  sponsor 
is  not  required  to  rely  on  the  grounds  or 
follow  the  procedures  for  disqualification 
that  are  set  forth  in  this  proposed  regu¬ 
lation.  The  sponsor  is  required,  however, 
to  advise  FDA  of  this  action,  supplying 
reasons  therefor,  within  5  working  days. 
This  principle  follows’the  decision  of  the 
Federal  district  court  in  Framing  v. 
Travenal  Laboratories,  Inc„  (NIX  CaHf..4 
Civil  Action  C7 5-0767,  1975)  and  the 
existing  requirement  set  forth  in  9  312.1 
(a)(8),  which  creates  a  legal  obligation 
on  a  sponsor  to  discontinue  shipments  to 
an  investigator  who  has  failed  to  fulfill 
his  obligations  undertaken  in  the  Forms 
FD-1572  or  FD-1573. 

INFORMED  CONSENT  OF  HUMAN  SUBJECTS 

Proposed  Subpaxt  F  establishes  proce¬ 
dures  and  requirements  governing  in¬ 
formed  consent  of  human  subjects  who 
participate  in  investigational  studies  of 
devices. 

The  Commissioner  shares  the  Increas¬ 
ing  public  concern  about  the  protection 
of  human  subjects  involved  in  cttateal 
investigations.  An  essential  aspect  of  pro¬ 
viding  this  protection  Is  to  assure  that 
informed  consent  is  properly  obtained 
from  subjects  before  the  investigational 
article  is  administered  or  used.  The  Na¬ 
tional  Commission  on  the  Protection  of 
Human  Subjects  erf  Biomedical  and  Be¬ 
havioral  Research  currently  is  studying 
the  adequacy  of  informed  consent,  par¬ 
ticularly  as  the  concept  relates  to  more 
vulnerable  members  of  society,  such  as 
prisoners,  the  mentally  disabled,  and 
children,  in  view  of  changing  social 
pottey  and  advancing  biomedical  tech¬ 
nology.  It  Is  anticipated  that  the  Com¬ 
mission  will  make  Its  recommendations 
by  early  1977. 

Section  520(g)  of  the  act  requires  that 
the  person  applying  for  an  Investiga¬ 
tional  device  exemption  must  "assure 

that  informed  consent  will  be  obtained 
from  each  human  subject  (or  his  repre¬ 
sentative)  of  proposed  clinical  testing  in¬ 
volving  such  device,”  unless  exceptional 
circumstances  exist.  However,  the  legis¬ 
lation  that  emerged  from  the  Conference 
Committee  did  not  include  numerous 
provisions  setting  forth  requirements  re¬ 
lating  to  inf (mth ed  consent  that  were 
contained  in  the  Senate  bill  but  had  no 
counterparts  in  the  House  version. 

One  of  the  specific  provisions  included 
in  the  Senate  bill  defined  informed  con¬ 
sent  as  the  consent  of  a  person,  or  his 
legal  representative,  so  situated  as  to  be 
able  to  exercise  free  power  of  choice 
without  the  intervention  of  force,  fraud, 
deceit,  duress,  or  other  forms  of  con¬ 
straint  or  coercion.  Another  provision 
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required  Informed  consent  to  be  evi¬ 
denced  by  a  written  agreement  signed  by 
such  person  or  representative,  which  in¬ 
cluded  (1)  an  explanation  of  procedures 
to  be  followed,  Including  an  identifica¬ 
tion  of  any  which  are  experimental,  (2)  a 
description  of  discomforts  and  risks,  (3) 
an  explanation  of  likely  results  should 
the  procedure  fail,  (4)  a  description  of 
any  benefits  to  be  expected,  (5)  a  dis¬ 
closure  of  appropriate  alternative  proce¬ 
dures,  (6)  an  offer  to  answer  Inquires, 
and  (7)  an  instruction  that  the  subject  is 
free  to  decline  entrance  into  a  project 
or  discontinue  participation.  In  addition, 
the  agreement  was  to  include  no  excul¬ 
patory  language  which  required  a  sub¬ 
ject  to  waive  any  legal  rights  or  release 
an  Institution  or  its  agents  from  liability 
for  negligence.  The  Senate  bill  also  re¬ 
quired  any  organization  that  initiated, 
directed,  or  engaged  in  programs  which 
require  informed  consent  to  keep  a  record 
of  such  consent  and  the  information 
provided  the  subject  and  develop  appro¬ 
priate  documentation  and  reporting  pro¬ 
cedures  as  an  essential  administrative 
function. 

The  report  of  the  conference  commit¬ 
tee  on  the  Amednments  (ref.  3)  explains 
that  the  specific  provisions  of  the  Senate 
bill  relating  to  Informed  consent  were 
not  adopted  by  the  conferees  in  deference 
to  the  ongoing  study  of  the  subject  by 
the  Commission.  But  the  conferees  em¬ 
phasized  that- this  omission  was  not  to  be 
construed  as  indicating  that  they  did  not 
Intend  the  detailed  requirements  of  the 
Senate  bill  to  be  applicable  to  investiga¬ 
tions  of  medical  devices.  The  conferees 
stated  clearly  that  they  “  •  •  •  would  ex¬ 
pect  that  the  Secretary  would  use  the 
requirements  of  the  Senate  bill  as  the 
basis  for  regulations  implementing  the 
Conference  Report’s  provisions  with  re¬ 
spect  to  Informed  consent  until  such 
time  as  the  Secretary  has  taken  action 
in  response  to  the  recommendations  of 
the  Commission  •  •  •*.  These  require¬ 
ments  are  therefore  proposed  in  $  812  - 
120. 

In  addition  to  these  instructions  from 
Congress,  the  Commissioner  recognizes 
several  other  sources  of  guidance  that 
should  at  least  be  considered  in  formu¬ 
lating  proposed  regulations.  In  these 
proposed  regulations,  the  Commlsloner 
has  attempted  to  reconcile  any  differ¬ 
ences  between  these  sources  of  guidance 
on  Informed  consent. 

First,  the  Department  regulations  set 
forth  specific  requirements  for  protection 
of  human  subjects  appearing  in  45  CFR 
Part  46  (39  FR  18914,  May  30,  1974;  40 
FR  11854,  March  13,  1975).  Part  46  is 
applicable  to  all  HEW  grants  and  con¬ 
tracts  supporting  research,  development 
and  related  activities  in  which  human 
subjects  are  involved.  The  Commissioner 
believes  that  the  proposed  investigational 
device  regulations  should  not  be  incon¬ 
sistent  with  45  CFR  Part  46  because 
some  investigations  of  medical  devices 
will  be  conducted  under  HEW  grants  and 
contracts. 

The  Commissioner  also  believes  that 
the  proposed  regulations  should,  so  far 
as  possible,  be  consistent  with  the  ex¬ 


isting  regulations  governing  consent  for 
use  of  investigational  new  drugs 
(END'S)  on  humans,  which  appear  at 
S  310.102. 

Furthermore,  the  Commissioner  be¬ 
lieves  that  in  promulgating  these  pro¬ 
posed  regulations  the  agency  should 
consider  the  recommendations  in  the 
General  Accounting  Office  (GAO)  re¬ 
port  (ref.  1). 

As  indicated  above,  the  Commissioner 
has  concluded  that  it  is  desirable  to  re¬ 
vise  the  IND  regulations  governing 
clinical  investigations  involving  drugs 
and  biological  products  to  clarify  re¬ 
quirements  applicable  to  all  participants 
in,  and  phases  of,  such  investigations 
and  that,  to  the  extent  possible  the 
agency’s  requirements  concerning  clini¬ 
cal  investigations  of  any  regulated  prod¬ 
ucts  should  be  prescribed  in  uniform 
agency  regulations.  When  final  regula¬ 
tions  are  published  revising  the  IND  reg¬ 
ulations  and,  where  appropriate,  estab¬ 
lishing  uniform  agency-wide  regulations, 
appropriate  revisions  will  be  made  in  the 
investigational  device  regulations  to 
assure  maximum  consistency  and  to  take 
into  account  the  recommendations  of  the 
Commission. 

•The  Commissioner  believes  that  these 
proposed  procedures  and  requirements 
relating  to  informed  consent  fully  pro¬ 
tect  the  rights  and  safety  of  human  sub¬ 
jects  involved  in  investigational  studies 
without  encumbering  the  efforts  of  in¬ 
vestigators  and  sponsors  to  discover  and 
develop  useful  devices.  The  Commis¬ 
sioner  recognizes,  however,  that  some¬ 
what  more  detailed  procedures  or  re¬ 
quirements,  such  as  those  pertaining  to 
documentation  of  informed  consent  set 
forth  in  the  Department  regulations 
under  45  CFR  45.10,  could  be  prescribed, 
and  he  solicits  comments  on  the  ade¬ 
quacy  of  the  proposed  procedures  and 
requirements  to  protect  the  health  and 
safety  of  human  subjects  and  whether 
the  Investigational  device  regulations 
should  Include  precisely  the  same  re¬ 
quirements  as  those  found  in  the  De¬ 
partment  regulations. 

General  Requirements  of  Informed 
Consent 

Proposed  §  812.120  imposes  certain 
general  requirements  upon  investigators 
in  obtaining  informed  consent  from 
human  subjects.  An  investigator  must 
inform  each  human  subject  that  an  in¬ 
vestigational  device  is  being  used  for  re¬ 
search  purposes,  must  provide  each  sub¬ 
ject  an  adequate  explanation  of  perti¬ 
nent  Information  concerning  the  device, 
and  must  obtain  and  document  legally 
effective  informed  consent  of  the  sub¬ 
ject,  unless  exceptional  circumstances, 
as  provided  for  in  5  812.123,  exist. 

The  subject’s  consent  also  must  be 
obtained  while  he  or  she  is  so  situated 
as  to  be  able  to  exercise  freedom  of 
choice.  Such  consent  shall  be  evidenced 
by  a  written  agreement,  signed  by  the 
subject. 

The  Commissioner  recognizes  that  an 
individual  who  is  seriously  ill  may  not 
have  true  freedom  of  choice  when  con¬ 
fronted  with  the  possibility  of  improve¬ 


ment  in  his  condition  represented  by 
new  therapy  in  the  form  of  an  investiga¬ 
tional  device.  The  purpoce  of  this  pro¬ 
posal  is  to  prevent  externally  Imposed 
duress,  not  duress  inherent  in  a  subject’s 
medical  condition. 

EXCEPTION  FROM  REQUIREMENT 

Proposed  §  812.123  provides  for  ex¬ 
ceptions  from  the  general  requirement 
of  informed  consent  established  by  pro¬ 
posed  §  812.120  in  certain  life-threaten¬ 
ing  situations  where  the  investigator 
complies  with  specific  procedures.  The 
investigator  must  determine  in  writing 
that  a  life-threatening  situation  involv¬ 
ing  the  subject  exists  which  necessitates 
use  of  the  investigational  device,  that  it 
is  not  feasible  to  obtain  informed  con¬ 
sent  from  the  subject,  and  that  there  is 
not  sufficient  time  to  obtain  such  con¬ 
sent  from  the  subject’s  legal  representa¬ 
tive.  Such  determination  must  be  con¬ 
curred  in  by  a  licensed  physician  not 
involved  in  the  testing  of  the  device,  un¬ 
less  the  investigator  determines,  and 
documents  this  determination,  that  im¬ 
mediate  use  of  the  device  is  necessary  to 
save  the  life  of  the  subject  and  there  is 
not  sufficient  time  to  obtain  such  con¬ 
currence  and  that  there  is  available  no 
alternative  method  of  therapy  that  is 
generally  approved  or  recognized  that 
may  save  the  life  of  the  subject. 

All  except  the  last  of  those  deter¬ 
minations  required  of  the  investigator 
under  proposed  §  812.123(a)  are  drawn 
verbatim  from  section  520(g)  (3)  (D)  of 
the  act.  The  purpose  of  the  requirement, 
that  a  determination  be  made  as  to  lack 
of  availability  of  any  alternative  method 
of  therapy  that  may  save  the  life  of  the 
subject,  is  to  prevent  routine  reliance  on 
the  exception.  Authority  for  this  require¬ 
ment  is  derived  from  section  520(g)(1) 
of  the  act,  which  mandates  that  the  in¬ 
vestigational  use  of  a  device  be  con¬ 
sistent  with  protection  of  the  public 
health  and  safety.  Documentation  of 
these  determinations  may  occur  after 
use  of  the  device  in  those  emergency 
situations. 

Proposed  {812.123(b)  imposes  upon 
the  investigator  the  requirement  to  re¬ 
port  these  determinations  as  soon  as 
possible,  but  in  no  event  later  than 
5  working  days  after  using  the  device,  to 
the  sponsor  and  the  committee  for  sub¬ 
mission  by  the  sponsor  to  FDA,  as  man¬ 
dated  by  the  House  Report  (ref.  2,  at 
44), 

ELEMENTS  OF  INFORMED  CONSENT  IN 
AGREEMENT 

Proposed  §  812.130  makes  explicit  and 
defines  in  greater  detail  the  general  re¬ 
quirements  for  informed  consent  that 
appear  in  {  812.120. 

Proposed  { 812.130(a)  requires  that 
the  investigator  have  the  subject  sign 
an  agreement  that  includes  an  explana¬ 
tion  of  pertinent  information  sufficient 
to  enable  the  subject  to  make  an  in¬ 
formed  and  intelligent  decision  concern¬ 
ing  his  or  her  participation  in  the  inves¬ 
tigational  study.  While  the  proposed 
{  812.130(a)  lists  specific  items  of  infor- 
.mation  drawn  from  the  Department 
regulations,  the  IND  regulations,  and  the 
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Conference  Report  (which  restates  pro¬ 
visions  that  appeared  in  the  Senate  bill) 
that  must  be  included  in  the  agreement, 
this  list  could  not  possibly  cover  all  in¬ 
vestigational  studies  and  represents  only 
the  minimum  required.  The  investigator 
always  must  tailor  the  information  he 
provides  to  the  subject  to  the  require¬ 
ment  of  sufficiency  to  enable  the  subject 
to  make  an  informed  and  intelligent 
decision  regarding  participation;  this 
means  that  an  investigator  may  have  to 
provide  information  in  addition  to  that 
expressly  required  in  the  list. 

Proposed  §812. 130(b)  prohibits  inclu¬ 
sion  of  exculpatory  language  in  the 
agreement.  Proposed  §  812.130(c)  re¬ 
quires  the  investigator  to  provide  to  the 
sponsor  and  to  the  institutional  review 
committee  sample  copies  of  written  ma¬ 
terials  given  or  read  to  each  subject  re¬ 
garding  the  information  required  by 
proposed  §  812.130(a)  as  well  as  copies 
of  any  forms  used  to  document  consent, 
which  must  be  approved  by  the  commit¬ 
tee.  Such  materials  must  also  be  submit¬ 
ted  to  FDA  under  Subpart  B. 

Proposed  Subpart  G  of  Part  812  is  re¬ 
served. 

INVESTIGATIONAL  STUDIES  THAT  DO  NOT 

INVOLVE  HUMAN  SUBJECTS 

Proposed  Subpart  H  states  the  re¬ 
quirements  applicable  to  investigational 
studies  of  devices  Intended  for  use  in  hu¬ 
mans,  presently  or  eventually,  where 
such  studies  do  not  involve  human  sub¬ 
jects.  Subpart  H  applies  to  studies  of  a 
device  in  laboratory  animals,  or  for  in 
vitro  or  mechanical  testing  or  other  test¬ 
ing  not  involving  use  of  human  subjects. 

Conditions  of  Exemption 

Proposed  §  812.160(a)  describes  the 
conditions  for  an  exemption  for  investi¬ 
gational  studies  that  do  not  involve 
human  subjects.  The  conditions  require 
adequate  labeling  of  the  device,  exercise 
of  diligence  to  assure  that  the  device  is 
sent  only  to  persons  conducting  tests 
that  do  not  involve  human  subjects,  and 
compliance  with  requirements  concern¬ 
ing  recordkeeping  and  records  inspection. 

Proposed  §  812.160  is  similar  to  §  312.9 
(a)  of  the  IND  regulations. 

termination  of  exemption 

Proposed  §  812.170  describes  the 
grounds  and  procedures  for  terminating 
an  exemption  for  an  investigational 
study  of  a  device  that  does  not  Involve 
human  subjects.  This  section  Is  similar 
to  §  312.9(c)  of  the  IND  regulations. 

References 

Background  data  and  information  on 
which  the  Commissioner  relies  in  pro¬ 
posing  this  regulation  have  been  placed 
on  file  for  public  review  in  the  office  of 
the  Hearing  Clerk,  Food  and  Drug  Ad¬ 
ministration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,  MD  20852.  The  follow¬ 
ing  is  a  list  of  these  documents: 

1.  "Federal  Control  of  New  Drug  Testing 
Vs  Not  Adequately  Protecting  Human  Test 
Subjects  and  the  General  Public,”  General 
Accounting  Office,  July  16, 1976. 


2.  House  Report  No.  94-863,  Medical  De¬ 
vice  Amendments,  February  29,  1976  (Com¬ 
mittee  on  Interstate  and  Foreign  Com¬ 
merce). 

3.  House  Report  No.  94-1090,  Medical  De¬ 
vice  Amendments,  May  6,  1976  (Committee 
of  Conference). 

Proposed  Effective  Date 

To  provide  interested  parties  with  an 
opportunity  to  begin  clinical  investiga¬ 
tions  prior  to  the  effective  date  of  the 
proposed  regulation,  FDA  will  accept  ap¬ 
plications  for  review  and  approve  con¬ 
ditions  necessary  to  obtain  a  medical  de¬ 
vice  exemption  providing  the  applicant 
complies  with  the  requirements  set  forth 
in  the  proposed  regulation. 

The  final  regulations  will  be  published 
in  the  Federal  Register  after  considera¬ 
tion  of  all  comments  submitted  pursuant 
to  this  notice  of  proposed  rule  making. 
The  Commissioner  proposes  that  the  reg¬ 
ulations  become  effective  90  days  after 
the  date  of  publication  in  the  Federal 
Register  of  the  final  regulations. 

The  Commissioner  has  carefully  con¬ 
sidered  the  environmental  effects  of  the 
proposed  regulations  and,  because  the 
proposed  action  will  not  significantly  af¬ 
fect  the  quality  of  the  human  environ¬ 
ment,  has  concluded  that  an  environ¬ 
mental  impact  statement  is  not  required. 

The  Commissioner  also  has  considered 
carefully  the  inflation  impact  of  the  pro¬ 
posed  regulations  as  required  by  Execu¬ 
tive  Order  11821,  OMB  Circular  A-107, 
and  the  Guidelines  issued  by  the  Depart¬ 
ment  of  Health,  Education,  and  Welfare, 
and  no  major  inflation  impact  has  been 
found.  Copies  of  the  FDA  environmental 
and  inflation  impact  assessments  are  on 
file  with  the  Hearing  Clerk,  Food  and 
Drug  Administration. 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  301,  501, 
502,  520  (e),  (g),  701(a),  704,  801(d),  52 
Stat.  1042-1043  as  amended,  1049-1051 
as  amended,  1055,  1057  as  amended,  90 
Stat.  567,  569-571,  578  (21  U.S.C.  331,  351, 
352,  360j  (e),  (g),  371(a),  374,  381(d))) 
and  under  authority  delegated  to  him  (21 
CFR  5.1)  (recodiflcation  published  in  the 
Federal  Register  of  June  15,  1976  (41  FR 
24262) ) ,  the  Commissioner  proposes  that 
new  Part  812  be  established  to  read  as 
follows: 

PART  812— INVESTIGATIONAL  DEVICE 
EXEMPTIONS 

Subpart  A — General  Provisions 

Sec. 

812.1  Scope. 

812.2  Applicability. 

812.3  Definitions. 

812.5  General  qualifications  for  an  exemp¬ 
tion. 

812.10  Petitions  for  waiver  of  requirements. 
812.12  Information  previously  submitted. 

812.19  Requirements  applicable  to  import¬ 

ers  and  exporters  of  investiga¬ 
tional  devices. 

Subpart  B — Applications  for  Exemption  for 
Investigational  Studies  Involving  Human  Subjects 

812.20  Application. 

812.29  Investigational  plan. 

812.27  Report  of  prior  Investigations  of  a 
device. 


Sec.  > 

812.30  FDA  review  of  and  action  on  an  ap¬ 
plication. 

812.35  Withdrawal  of  an  investigational 

device  exemption. 

812.38  Confidentiality  of  data  and  informa¬ 

tion  in  an  application. 

812.39  Supplemental  applications  and 

submissions  concerning  <  applica¬ 
tions. 

Subpart  C — Sponsor  Responsibilities  la 
Investigational  Studies  Involving  Human  Subjects 

812.40  General. 

812.42  Review  of  the  investigational  study 

by  the  Pood  and  Drug  Adminis¬ 
tration  and  the  institutional  re¬ 
view  committee. 

812.43  Selection  of  Investigators. 

812.45  Control  over  the  investigational  de¬ 

vice. 

812.46  Monitoring  the  Investigational 

study. 

812.47  Submitting  information  to  investi¬ 

gators. 

812.50  Promotion  and  sale  of  an  investiga¬ 
tional  device. 

812.55  Reporting  to  the  Pood  and  Drug  Ad¬ 
ministration,  maintaining  records, 
and  permitting  inspection. 

Subpart  D — Institutional  Review  Committee 

812.60  Circumstances  in  which  an  institu¬ 
tional  review  committee  is  re¬ 
quired. 

812.62  Membership  of  an  institutional  re¬ 
view  committee. 

812.65  Procedures  for  review  and  monitor¬ 

ing  of  Investigational  studies  by 
an  institutional  review  commit¬ 
tee. 

812.66  Procedures  and  criteria  for  review  of 

investigational  studies  by  an  in¬ 
stitutional  review  committee. 
812.70  Review  by  institution. 

812.75  Records  of  an  institutional  review 

committee. 

812.77  Inspection  of  institutional  review 
committees. 

812.79  Disqualification  of  an  Institutional 
review  committee. 

Subpart  E — Investigator  Responsibilities  In 
Investigational  Studies  Involving  Human  Subjects 

812.101  Review  of  investigational  study  by 
the  Food  and  Drug  Administra¬ 
tion. 

812.103  Review  of  investigational  study  by 
institutional  review  committee. 
812.105  Conformity  to  investigational  plan. 
812.107  Control  over  the  investigational 
device. 

812.111  Records  regarding  subjects. 

812.112  Reports  to  sponsor. 

812.114  Retention  of  records. 

812.115  Inspection  of  facilities,  records,  and 

reports  and  requests  for  records 
and  reports. 

812.1 19  Disqualification  of  investigators. 
Subpart  F — Informed  Consent  of  Human  Subjects 

812.120  General  requirements  of  Informed 

consent. 

812.123  Exception  from  requirement. 

812.130  Elements  of  Informed  consent  in 
agreement. 

Subpart  G — [Reserved] 

Subpart  H — Investigational  Studies  That  Do  Not 
Involve  Human  Subjects 

812.160  Conditions  of  exemption. 

812.170  Termination  of  exemption. 

Authority:  Secs.  301(1),  (q),  601,  602,  520 
(e),  (g).  701(a),  52  Stat.  1042-1043  as 
amended,  1049-1061  as  amended,  1066,  90 
Stat.  667,  669-571,  676-678  (21  UJ9.C.  331 
(1),  (q) ,  361,  362,  360J  (e),  (g),371(a)) 
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Subpart  A — -General  Provisions 
§  812.1  Scope. 

(a)  This  part  provides  that  a  device 
may  be  exempted  from  any  of  the  re¬ 
quirements  of  the  act  enumerated  in 
paragraph  (p)  of  this  section  that  would 
otherwise  be  applicable  to  the  device,  to 
permit  investigational  studies  of  the  de¬ 
vice  by  experts  who  are  qualified  by  sci¬ 
entific  training  and  experience  to  inves¬ 
tigate  the  safety  and  effectiveness  of  de¬ 
vices  intended  for  human  use.  This  part 
Implements  section  520(g)  of  the  act. 

(b)  This  part  has  two  objectives: 

(1)  To  encourage  the  discovery  and 
development  of  useful  devices,  by  apply¬ 
ing  special  requirements  to  investiga¬ 
tional  studies  of  devices  in  lieu  of  those 
otherwise  applicable  requirements  that 
may  impede  such  discovery  and  develop¬ 
ment. 

(2)  TO  protect  the  public  health  and 
safety  by  assuring  adequate  safeguards 
for  human  subjects  in  investigational 
studies,  by  requiring  studies  to  be  con¬ 
ducted  in  conformity  with  ethical  stand¬ 
ards,  and  by  fostering  the  development 
of  reliable  data  concerning  the  safety  and 
effectiveness  of  devices. 

(c) (1)  In  general,  a  device  is  exempted 
from  provisions  of  the  following  sec¬ 
tions  of  the  act  and  regulations  there¬ 
under:  Misbranding  under  502,  registra¬ 
tion  and  premarket  notification  under 
510,  performance  standards  under  514, 
premarket  approval  under  515,  records 
a-nd  reports  under  519,  restricted  devices 
nndre  520(e) ,  good  manufacturing  prac¬ 
tices  under  520(f),  and  color  additives 
under  706. 

(2)  A  device  shall  not  be  exempted 
from  a  provision  of  the  act  listed  in  para¬ 
graph  (c)(1)  of  this  section  where: 

(1)  The  sponsor  Indicates  that  an  ex¬ 
emption  as  to  that  provision  is  not  re¬ 
quested,  in  an  application  submitted  un¬ 
der  S  812.20,  or 

(11)  The  Commissioner  Indicates  that 
a  device  is  not  exempt  from  such  a  pro¬ 
vision  in  an  order  of  disapproval  or  con¬ 
ditional  approval  under  $  812.30. 

(3)  A  shipment  of  a  device  may  be  ex¬ 
empted  from  a  banned -device  regulation 
under  section  516  of  the  act,  but  only  if 
the  Commissioner  has  approved  an  ap¬ 
plication  for  such  an  exemption  under 
S  812.30(c)(2). 

S  812.2  Applicability. 

(a)  General.  (1)  This  part  applies  to 
any  investigational  device  Intended  for 
human  use,  including  any  in  vitro  diag¬ 
nostic  product  for  diagnosis  of  any  hu¬ 
man  disease  or  condition,  according  to 
the  other  rules  prescribed  in  this  section. 

(2)  This  part  does  not  apply  to  any 
device  intended  for  veterinary  use. 

(3)  Except  as  otherwise  provided  in 
this  section,  this  part  applies  to  any  in¬ 
vestigational  study,  whether  it  is  under¬ 
taken  to  develop  data  to  obtain  approval 
for  commercial  distribution  of  a  device, 
e.g.,  by  approval  under  section  515  of  the 
act,  to  conduct  fundamental  research  for 
such  scientific  purposes  as  expanding 
medical  knowledge  but  not  for  the  pur¬ 
pose  of  obtaining  approval  for  commer¬ 


cial  distribution,  or  to  aid  diagnosis  and 
treatment  by  means  of  use  of  an  investi¬ 
gational  device  involving  a  human  sub¬ 
ject. 

(4)  This  part  does  not  apply  to  a  de¬ 
vice  which  is  being  used  in  the  course  of 
an  experiment  but  in  a  manner  and  for 
a  purpose  which  is  included  in  labeling 
specifically  prescribed  for  such  device  by 
regulation  under  the  act,  or  labeling  ap¬ 
proved  under  section  515  of  the  act. 

(b)  Applicability  to  devices  currently 
subject  to  premarket  approval  require¬ 
ment.  (1)  This  part  applies  to  any  clin¬ 
ical  use  of  any  device  intended  for  hu¬ 
man  use  that  (i)  is  classified  in  class  III, 
premarket  approval,  by  section  513(f)  of 
the  act,  i.e.,  any  device  that  was  not  in 
commercial  distribution  before  May  28, 
1976,  and  is  not  substantially  equivalent 
to  a  device  that  was  in  commercial  dis¬ 
tribution  before  such  date;  (ii)  has  not 
been  reclassified  into  class  I,  general  con¬ 
trols,  or  class  II,  performance  standards; 
and  (iii)  does  not  have  in  effect  an  ap¬ 
proved  application  for  premarket  ap¬ 
proval  under  section  515  of  the  act. 

(2)  This  part  applies  to  any  clinical 
use  of  a  device  Intended  for  human  use 
that  (i)  was  in  commercial  distribution 
before  May  28,  1976,  or  was  not  in  com¬ 
mercial  distribution  before  such  date  but' 
is  substantially  equivalent  to  a  device 
that  was  in  commercial  distribution  be¬ 
fore  such  date;  and  (ii)  has  been  classi¬ 
fied  in  class  ni,  premarket  approval,  by 
regulation  promulgated  under  section 
513(d)  of  the  act  if  such  clinical  use 
occurs  after  the  transitional  period  for 
the  device,  as  defined  in  5  812. 3(k)  and 
the  device  is  not  the  subject  of  an  ap¬ 
proved  application  for  premarket  ap¬ 
proval  under  section  515  of  the  act. 

(3)  This  part  applies  to  any  clinical 
use  of  a  device  intended  for  human  use 
that  (i)  was  regarded  as  a  new  drug  or 
antibiotic  drug  before  May  28,  1976;  (ii) 
is  a  class  III  device  under  section  520(1) 
of  the  act;  and  (iii)  is  not  the  subject  of 
an  approved  application  for  premarket 
approval  (or  deemed  to  be  the  subject 
of  such  an  approved  application)  under 
section  515  of  the  act.  This  part  also 
applies  to  any  device  that,  before  the 
effective  date  of  this  part,  was  the  sub¬ 
ject  of  a  “Notice  of  Claimed  Exemption 
for  an  Investigational  New  Drug”  under 
Part  312  of  this  chapter. 

(c)  Applicability  to  investigational  de¬ 
vices  not  currently  subject  to  premarket 
approval  requirement.  (1)  This  part  ap¬ 
plies  to  any  Investigational  study  involv¬ 
ing  human  subjects  of  a  device  that  is 
not  subject  to  this  part  in  accordance 
with  paragraph  (b)  of  this  section  but 
that  would,  unless  exempted  under  this 
part,  be  in  violation  of  one  or  more  of- 
the  following  sections  of  the  act  if 
shipped  for  use  in  the  investigational 
study:  Misbranding  under  502;  registra¬ 
tion  under  510;  performance  standards 
under  514;  banned  devices  under  516; 
records  and  reports  under  519;  restricted 
devices  under  520(e) ;  good  manufactur¬ 
ing  practices  under  520(f) ;  or  color  ad¬ 
ditives  under  706. 

(2)  The  extent  to  which  full  compli¬ 
ance  with  all  of  the  requirements  will  be 


required  for  investigational  studies  of  a 
device  that  is  not  subject  to  this  part  in 
accordance  with  paragraph  (b)  of  this 
section  but  that  would,  unless  exempted 
under  this  part,  be  in  violation  of  one 
of  the  sections  of  the  act  enumerated 
in  paragraph  (c)  (1)  of  this  section,  will 
depend  upon  the  degree  of  potential  haz¬ 
ard  associated  with  the  device,  whether 
the  device  has  been  classified,  and  the 
class  in  which  a  device  has  been,  or  is 
likely  to  be,  classified. 

(1)  Where  such  a  device  has  not  been 
classified,  this  part  shall  apply  to  an 
investigational  study  only  if  the  device 
is  intended  tq  be  implanted  in  the  human 
body,  is  purported  or  represented  to  be 
for  a  use  in  supporting  or  sustaining 
human  life,  or  that  poses  an  Inherent 
high  degree  of  hazard. 

(ii)  This  part  shall  apply  to  any  in¬ 
vestigational  study  of  such  a  device  for 
which  a  final  regulation  has  become  ef¬ 
fective  classifying  the  device  in  class  m, 
premarket  approval. 

(iii)  This  part  shall  apply  to  an  in¬ 
vestigational  study  of  such  a  device  for 
which  a  final  regulation  has  become  ef¬ 
fective  classifying  the  device  in  class  I, 
general  controls,  or  class  II,  performance 
standards.  For  investigational  studies  of 
such  a  device,  specific  requirements  of 
this  part  may  be  waived  by  the  Di¬ 
rector  of  the  Bureau,  upon  petition  sub¬ 
mitted  by  a  sponsor  under  S  812.10.  In 
considering  whether  to  allow  such  a 
waiver,  the  Director  will  consider,  among 
other  factors,  the  hazards  that  may  be 
associated  with  the  device  in  the  investi¬ 
gational  study. 

(d)  Relation  to  product  development 
protocol  provisions  of  the  act.  (1)  Any 
condition  under  this  section  that  a  de¬ 
vice  have  an  approved  application  for 
premarket  approval  under  section  515 
of  the  act  is  satisfied  if  there  is  in  effect 
an  approved  notice  of  completion  of  a 
product  development  protocol  under  sec¬ 
tion  515(f)  of  the  act. 

(2)  This  part  shall  apply  to  an  inves¬ 
tigational  study  of  a  device  pursuant  to 
a  product  development  protocol  under 
section  515(f)  of  the  act. 

(e)  Applicability  to  custom  devices. 
Subject  to  paragraphs  (a)  through  (d) 
of  this  section,  this  part  applies  to  any 
custom  device  whether  or  not  section 
520(b)  of  the  act  exempts  such  device 
from  a  performance  standard  under  sec¬ 
tion  514  or  premarket  approved  under 
section  515  of  the  act. 

§  812.3  Definitions. 

(a)  “Investigational  device”  means  a 
device  Intended  for  human  use  that  is 
used  in  an  investigational  study  that  is 
subject  to  this  part. 

(b)  “Investigational  plan”  means  a 
plan  or  protocol  for  an  Investigational 
study  that  meets  the  requirements  of 
S  812.25. 

(c)  “Investigational  study”  means  any 
experiment  involving  an  investigational 
device  that  is  subject  to  regulation  under 
this  part. 

(d)  "Investigator”  means  a  person 
who  actually  conducts  the  investiga¬ 
tional  study  of  a  device,  (i.e.,  actually 
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administers  the  investigational  device  to, 
or  uses  it  involving,  a  subject) . 

(e)  “Sponsor”  means  a  person  who 
initiates  and  supports,  by  financial  or 
other  resources,  an  investigational  study 
of  a  device  but  who  does  not  actually 
conduct  the  study  (i.e.,  does  not  actually 
administer  the  investigational  device  to, 
or  use  it  involving,  a  subject)  unless  such 
person  is  a  sponsor-investigator. 

(f)  “Sponsor-investigator”  means  a 
person  who  both  initiates  and  actually 
conducts,  alone  or  with  others,  an  in¬ 
vestigational  study.  Such  a  person  has 
the  responsibilities  both  of  a  sponsor 
under  Subparts  B  and  C  of  this  part  and 
of  an  investigator  under  Subparts  E  and 
F  of  this  part. 

(g)  “Institution”  means  'a  person 
(other  than  an  individual)  who  engages 
in  the  conduct  of  research  on  human 
subjects,  or  in  the  delivery  of  medical 
services  to  human  subjects  as  a  primary 
activity  or  as  an  adjunct  to  providing 
residential  or  custodial  care  to  human 
beings.  The  term  includes  a  hospital,  re¬ 
tirement  home,  prison,  university,  or  de¬ 
vice  manufacturer.  “Facility”  as  used 
in  section  520(g)  of  the  act  is  deemed  to 
be  synonomous  with  the  term  “institu¬ 
tion”  for  purposes  of  this  part. 

(h)  “Subject”  means  an  individual 
who  is  or  becomes  a  participant  in  an 
investigational  study,  either  as  a  recipi¬ 
ent  of  the  investigational  device  or  as 
a  control.  A  subject  may  be  either  a  non¬ 
patient  volunteer  or  a  patient  on  whom 
the  investigational  device  might  have  a 
therapeutic  effect  or  provide  diagnostic 
information. 

(i)  “Institutionalized  subject”  means: 

(1)  A  human  subject  who  is  confined, 
whether  by  voluntary  admission  or  in¬ 
voluntary  commitment,  for  a  period  of 

i  more  than  24  continuous  hours  on  the 
premises  of,  and  in  the  care  of,  an  insti¬ 
tution  (e.g.,  a  hospital  in-patient  or  a 
resident  in  a  retirement  home) ,  whether 
or  not  that  Institution  is  a  sponsor  of,  or 
an  investigator  in,  the  investigational 
study;  or 

(2)  A  human  subject  who  is  involun¬ 
tarily  confined  for  any  period  of  time  in 
a  penal  institution  (e.g.,  jail,  workhouse, 
house  of  detention,  or  prison) ,  including 
a  human  subject  sentenced  to  such  an 
institution  under  a  criminal  or  civil  stat¬ 
ute,  a  human  subject  detained  in  such 
an  institution  awaiting  arraignment, 
commitment,  trial  or  sentencing  under 
such  statutes,  and  a  human  subject  de¬ 
tained  in  another  institution  (e.g.,  a 
hospital)  by  virtue  of  statutes  or  com¬ 
mitment  procedures  which  provide  alter¬ 
natives  to  criminal  prosecution  or  in¬ 
carceration  in  a  penal  facility. 

(j)  “Person”  includes  an  individual, 
partnership,  corporation,  association, 
scientific  or  academic  establishment, 
government  agency,  and  any  other  legal 
entity. 

(k)  “Transitional  period”  applies  only 
to  a  device  that  was  in  commercial  dis¬ 
tribution  before  May  28,  1976,  or  that  is 
of  the  same  type  as  and  substantially 
equivalent  to  a  device  that  was  in  com¬ 
mercial  distribution  before  such  date, 
but  does  not  apply  to  any  article  that 


was  regarded  as  a  new  drug  or  antibiotic 
drug  before  such  date  and  that  is  sub¬ 
ject  to  section  520(1)  of  the  act.  The 
transitional  period  is  the  period  begin¬ 
ning  on  May  28,  1976,  and  ending  on  one 
of  the  following  dates  applicable  to  the 
device: 

(1)  The  date  the  device  is  classified  in 
class  I. 

(2)  After  the  device  has  been  classi¬ 
fied  in  class  II,  the  date  that  a  perform¬ 
ance  standard  for  the  device  becomes 
effective. 

(3)  After  the  device  has  been  classi¬ 
fied  in  class  III,  the  date  that  the  device 
may  be  the  subject  of  regulatory  action 
under  section  501(f)  (1)  of  the  act  if  an 
application  for  a  premarket  approval  of 
the  device  was  not  submitted  under  sec¬ 
tion  515  of  the  act,  or  if  such  an  appli¬ 
cation  was  submitted  but  approval  was 
denied  or  withdrawn,  i.e.,  the  last  day 
of  the  30th  calendar  month  beginning 
after  the  month  in  which  the  classifica¬ 
tion  of  the  device  in  class  III  became 
effective  under  section  513  of  the  act,  or 
on  the  90th  day  after  the  date  of  the 
promulgation  of  a  regulation  requiring 
the  submission  of  an  application  under 
section  515(b)  of  the  act,  whichever 
occurs  later. 

§  812.5  General  qualifications  for  an  ex¬ 
emption. 

A  shipment  of  an  investigational  de¬ 
vice  is  exempt  from  any  or  all  of  the 
otherwise  applicable  requirements  of  the 
act  enumerated  in  §  812.1(c)  if  all  of  the 
following  conditions  are  met: 

(a)  The  label  of  the  device  bears  the 
name  and  place  of  business  of  the  man¬ 
ufacturer,  packer,  or  distributor  in  ac¬ 
cordance  with  §  801.1  of  this  chapter,  the 
quantity  of  .contents,  and  the  statement 
“Caution — Investigational  device  (or, 
where  appropriate,  Investigational  diag¬ 
nostic  product)  Limited  by  Federal  (or 
United  States)  law  to  investigational 
use.” 

(b)  The  labeling  of  the  device  is  not 
false  or  misleading  in  any  particular. 

(c)  If  the  shipment  is  for  an  Investi¬ 
gational  study  involving  human  subjects: 

(1)  An  “Application  for  an  Investiga¬ 
tional  Device  Exemption”  covering  that 
shipment  was  submitted  by  the  sponsor 
under  Subpart  B  of  this  part. 

(2)  The  requisite  time  has  elapsed  fol¬ 
lowing  the  date  of  receipt  of  the  appli¬ 
cation  by  the  Food  and  Drug  Adminis¬ 
tration  to  permit  the  investigational 
study  to  begin  under  §  812.30(c)  (1),  or 
the  Commissioner  has  approved  the  ap¬ 
plication  where  required  by  §  812.30(c) 
(2). 

(3)  The  Commissioner  has  not  disap¬ 
proved  the  application  or  withdrawn  the 
exemption. 

(4)  Each  shipment  of  the  device  is 
made  in  accordance  with  the  commit¬ 
ments  in  the  application  and  any  condi¬ 
tions  imposed  in  the  Commissioner’s  ap¬ 
proval  of  the  application  pursuant  to 
5  812.30(f). 

(5)  The  sponsor  has  complied  with  the 
requirements  of  Subparts  B  and  C  of  this 
part,  any  institutional  review  committee 
that  is  to  review  and  approve  the  inves¬ 


tigational  study  for  which  shipment  is 
made  has  complied  with  the  require¬ 
ments  of  Subpart  D  of  this  part,  and  the 
investigator  (?)  to  which  the  shipment  is 
to  be  made  has  complied  with  the  re¬ 
quirements  of  Subparts  E  and  F  of  this 
part. 

(d)  If  the  shipment  is  intended  solely 
for  tests  in  laboratory  animals,  or  for 
other  tests  that  do  not  involve  human 
subjects,  the  requirements  of  Subpart  H 
of  this  part  have  been  met. 

(e)  If  the  shipment  is  to  be  imported 
into  or  exported  from  the  United  States, 
the  requirements  of  §  812.19  have  been 
met. 

§  812.10  Petitions  for  waiver  of  require¬ 
ments. 

(a)  Any  person  subject  to  any  require¬ 
ment  under  this  part  may  petition  the 
Commissioner  for  a  waiver  of  such  re¬ 
quirement.  Such  a  petition  shall  be 
submitted  in  accordance  with  §  2.7  of 
this  chapter  and  shall  set  forth  the  basis 
for  the  petitioner’s  belief  that  compli¬ 
ance  with  the  requirement  is  not  neces¬ 
sary  to  achieve  the  objectives  of  this  part 
and,  where  appropriate,  any  alternative 
means  to  achieve  the  objective  of  the 
requirement  from  which  the  waiver  is 
sought. 

(b)  The  Commissioner  may,  at  his 
discretion,  grant  a  petition  for  a  waiver 
submitted  under  this  section  if  he  finds 
that  compliance  with  the  requirement 
from  which  the  waiver  is  sought  is  not 
necessary  to  achieve  the  objectives  of 
this  part  and,  where  appropriate,  that 
the  proposed  alternative  means  will 
achieve  the  objective  of  the  requirement 
from  which  the  waiver  is  sought. 

(c)  The  person  who  submits  a  peti¬ 
tion  under  this  section  continues  to  be 
subject  to  the  requirement  from  which 
the  waiver  is  sought  unless  and  until  the 
Commissioner  grants  the  petition. 

§  812.12  Information  previously  sub¬ 
mitted. 

Wherever  this  part  requires  the  sub¬ 
mission  to  the  Food  and  Drug  Adminis¬ 
tration  of  infocmation  or  data  that  pre¬ 
viously  had  been  submitted  in  accord¬ 
ance  with  this  part  or  other  parts  of  this 
chapter,  the  information  or  data  need 
not  be  resubmitted  but  may  be  incorpo¬ 
rated  by  reference. 

§  812.19  Requirements  applicable  to  im¬ 
porters  and  exporters  of  investiga¬ 
tional  devices. 

(a)  Any  person  who  imports  or  offers 
for  importation  into  the  United  States 
an  investigational  device  shall  assure 
that  all  of  the  following  requirements  are 
met: 

(1)  The  labeling  of  such  device  com¬ 
plies  with  §  812.5  (a)  and  (b)  ; 

(2)  If  the  device  is  for  an  investiga¬ 
tional  study  involving  human  subjects: 

(i)  The  importer  of  such  shipment  is 
an  agent  in  the  United  States  of  the 
foreign  exporter  or  is  the  ultimate  con¬ 
signee,  and  the  foreign  exporter  or  the 
ultimate  consignee  has,  prior  to  such 
shipment,  completed  and  submitted  to 
the  Food  and  Drug  Administration  an 
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“Application  for  an  Investigational 
Device  Exemption”  in  accordance  with 
§  812.20  and  acts  as  the  sponsor  of  the 
investigational  study  to  assure  compli¬ 
ance  with  the  procedures,  conditions  and 
requirements  of  this  part. 

(ii)  The  requisite  time  has  elapsed  fol¬ 
lowing  the  date  of  receipt  of  the  appli¬ 
cation  by  the  Food  and  Drug  Adminis¬ 
tration  to  permit  the  investigational 
study  to  begin  under  §  812.30(c)  (1),  or 
the  Commissioner  has  approved  the  ap¬ 
plication,  where  required  by  5  812.30(c) 
(2). 

(iii)  The  Commissioner  has  not  dis¬ 
approved  the  application  or  withdrawn 
the  exemption. 

(b)  (1)  Any  person  who  exports  from 
the  United  States  to  a  foreign  country 
a  device  that  does  not  comply  with  re¬ 
quirements  of  the  act  shall  comply  with 
all  of  the  following  requirements: 

(1)  The  device  conforms  to  the  speci¬ 
fications  of  the  foreign  purchaser. 

(ii)  The  device  complies  with  the  laws 
of  the  country  to  which  it  is  being 
exported. 

(iii)  The  label  on  the  outside  of  the 
shipping  package  indicates  that  the  de¬ 
vice  is  intended  for  export. 

(iv)  The  device  is  not  sold  or  offered 
for  sale  in  domestic  commerce. 

(v)  Where  required,  the  device  com¬ 
plies  with  the  additional  requirements 
of  paragraph  (b)  (2)  of  this  section. 

(2)  Any  person  who  exports  from  the 
United  States  for  an  investigational 
study  involving  human  subjects  a  de¬ 
vice  that  is  subject  to  a  performance 
standard  in  effect  under  section  514  of 
the  act  and  does  not  comply  with 
such  standard;  or  that  is  required  to 
have  in  effect  an  approved  application 
for  premarket  approval  under  section 
515  of  the  act,  and  that  is  not  cur¬ 
rently  subject  to  a  transitional  period, 
and  that  does  not  have  in  effect  an 
approved  application;  or  that  is  subject 
to  a  banned  device  regulation  under  sec¬ 
tion  516  of  the  act  shall  comply  with 
all  of  the  following  requirements  in 
addition  to  the  requirements  of  para¬ 
graph  (b)(1)  of  this  section: 

(i)  The  exporter  has,  or  assures  that 
another  person  has,  complied  with  the 
requirements  of  Subparts  B  and  C  of 
this  part  applicable  to  sponsors. 

(ii)  The  exporter  or  such  other  per¬ 
son  obtains  the  approval  of  the  govern¬ 
ment  of  the  foreign  country  to  which 
the  device  is  proposed  to  be  shipped 
and  such  approval  states  that  such  gov¬ 
ernment  has  adequate  information  about 
the  device  and  is  satisfied  that  the  de¬ 
vice  may  be  used  lawfully  by  the  in¬ 
tended  consignees  in  that  country. 

(iii)  The  exporter  or  other  person  sub¬ 
mits  to  the  Food  and  Drug  Administra¬ 
tion  a  copy  of  this  approval,  a  request 
for  permission  to  export  the  device,  and 
an  explanation  of  why  the  proposed  ex¬ 
port  of  the  device  is  not  contrary  to  the 
public  health  and  safety. 

(lv)  The  Commissioner  has  deter¬ 
mined  that  the  export  of  the  device  to 
the  foreign  country  is  not  contrary  to 
the  public  health  and  safety  and  has 
notified  the  exporter  or  other  person  of 
tills  determination. 


(3)  The  Commissioner  may  by  order 
Issued  in  accordance  with  the  procedures 
of  |  812.30(g)  disapprove  the  export  of 
the  device  under  paragraph  (b)  (2)  of 
this  section  if  he  determines  that  such 
export  is  contrary  to  the  public  health 
and  safety. 

Subpart  B — Applications  for  Exemption  for 

Investigational  Studies  Involving  Human 

Subjects 

§  812.20  Application. 

(a)  The  sponsor  of  an  investigational 
study  shall  file  with  the  Food  and  Drug 
Administration  a  completed  “Application 
for  an  Investigational  Device  Exemp¬ 
tion”  that  has  been  signed  by  the  spon¬ 
sor.  Four  copies  of  the  application  and 
any  material  required  to  accompany  the 
application,  bound  and  contained  in 
volumes  of  reasonable  size,  shall  be  sub¬ 
mitted  by  registered  mail  to  the  Bureau 
of  Medical  Devices  and  Diagnostic  Prod¬ 
ucts,  Food  and  Drug  Administration,  8757 
Georgia  Ave.,  Silver  Spring,  MD  20910. 
Any  subsequent  reports,  any  correspond¬ 
ence  concerning  an  application,  and  any 
supplemental  application  submitted  un¬ 
der  S  812.39  also  shall  be  submitted  in 
quadruplicate  by  registered  mail  to  this 
address.  The  outside  wrapper  of  any  ap¬ 
plication  or  supplemental  application 
should  include  the  statement  “Applica¬ 
tion  for  Investigational  Device  Exemp¬ 
tion,”  and  the  outside  wrapper  of  any 
reports  or  correspondence  should  include 
the  statement  “Regarding  an  Investiga¬ 
tional  Device  Exemption.” 

(b)  An  application  for  an  investiga¬ 
tional  device  exemption  shall  be  submit¬ 
ted  on  Form  FD-  __  and  shall  Include 
the  following  information: 

(1)  The  best  available  descriptive 
name  of  the  device,  and  a  brief  statement 
of  its  intended  use(s)  and  of  how  it  is  to 
be  administered. 

(2)  A  complete  statement  of  the  com¬ 
ponents,  ingredients,  properties  and 
principle (s)  of  operation  of  the  device, 
including  reasonable  variations  in  the 
components,  ingredients,  properties  and 
principle(s)  of  operation  that  may  be 
expected  during  the  investigational 
study. 

(3)  A  complete  statement  of  all  of  the 
methods,  facilities,  and  controls  used  for 
the  manufacture,  processing,  packing, 
storage,  and  where  appropriate,  installa¬ 
tion  of  the  device  to  the  extent  that  such 
methods,  facilities,  and  controls  may 
affect  the  safety  and  effectiveness  of  the 
device. 

(4)  A  statement  of  the  requirements  of 
the  act  enumerated  in  §  812.1(c)  from 
which  the  sponsor  seeks  an  exemption 
and  a  reference  to  any  standards  promul¬ 
gated  under  section  514  of  the  act  from 
which  the  sponsor  seeks  an  exemption. 

(5)  If  there  is  an  institutional  review 
committee  that  is  to  review,  approve,  and 
monitor  the  investigational  study  in  ac¬ 
cordance  with  Subpart  D  of  this  part : 

(1)  A  statement  that  an  Investigational 
plan  that  meets  the  requirements  of 
S  812.25  and  a  report  of  prior  investi¬ 
gations  of  the  device  that  meets  the 
requirements  of  5  812.27  have  been  sub¬ 
mitted  to  and  approved  by  the  institu¬ 
tional  review  committee. 


(ii)  A  statement  from  the  committee, 
signed  by  all  members  who  participated 
in  the  decision,  that  the  committee  has 
approved  the  investigational  plan  and 
has  reviewed  the  report  of  prior  investi¬ 
gations  of  the  device,  that  the  commit¬ 
tee  will  review  and  monitor  the  study 
until  it  is  completed  or  discontinued,  or 
the  exemption  is  withdrawn,  and  that 
during  the  study  the  committee  will  su¬ 
pervise  the  study  to  assure  conformity 
with  the  investigational  plan  and  with 
the  requirements  applicable  to  investiga¬ 
tors  under  Subparts  E  and  F  of  this  part. 

(iii)  A  summary  of  the  investigational 
plan. 

(iv)  A  copy  of  the  report  of  prior  in¬ 
vestigations  of  the  device  that  meets 
the  requirements  of  S  812.27  and  that  was 
submitted  to  the  committee. 

(6)  If  there  is  no  institutional  review 
committee  that  is  to  review,  approve,  and 
monitor  the  investigational  study: 

(1)  An  investigational  plan  that  meets 
the  requirements  of  S  812.25. 

(ii)  A  report  of  prior  investigations  of 
the  device  that  meets  the  requirements  of 
5  812.27. 

(7)  A  copy  of  all  form(s)  to  be  used  to 
obtain  informed  consent  of  human  sub¬ 
jects  as  required  by  Subpart  F  of  this 
part  (which  may  be  appended  to  the  in¬ 
vestigational  plan  or  the  summary  of  the 
investigational  plan) . 

(8)  A  copy  of  all  informational  ma¬ 
terial,  including  labels  and  other  labeling, 
which  is  to  be  supplied  to  investigators  as 
required  by  8  812.47(a). 

(9)  A  description  of  the  scientific 
training  and  experience  that  the  sponsor 
considers  appropriate  to  qualify  indi¬ 
viduals  as  suitable  experts  to  investigate 
the  safety  and  effectiveness  of  the  device, 
bearing  in  mind  the  investigational  plan, 
the  report  of  prior  investigations  of  the 
device,  and  what  is  known  about  the  de¬ 
vice. 

(10)  A  copy  of  the  signed  statements  of 

investigators  (Form  FD - )  who  will 

be  taking  part  in  the  investigational 
study  required  under  §  812.43(b). 

(11)  The  name  and  a  summary  of  the 

training  and  experience  of  the  individual 
who  is  to  monitor  the  progress  of  the 
study  for  the  sponsor  and  evaluate  the 
data  regarding  the  safety  and  effective¬ 
ness  of  the  device,  as  required  by  8  812.46 
(b).  '-r 

(12)  A  statement  as  to  whether  any 
institutional  review  committee  has  ever 
disapproved  any  investigational  study  of 
the  device  and  the  reasons  for  such  dis¬ 
approval. 

(13)  A  statement  that  the  sponsor  will 
comply  with  each  of  the  requirements  of 
Subparts  B  and~C  of  this  part. 

(14)  If  the  sponsor  intends  to  be  com¬ 
pensated  for  an  investigational  device  by 
subjects  and/or  investigators: 

(i)  A  full  explanation  of  why,  consid¬ 
ering  manufacturing  and  other  costs,  the 
proposed  compensation  is  necessary  and 
the  amount  of  proposed  compensation  is 
reasonable. 

(ii)  A  statement  that  the  sponsor  un¬ 
derstands  that  the  failure  of  the  Food 
and  Drug  Administration  to  disapprove 
such  compensation  is  not  to  be  regarded 
as  permitting  the  commercialization  of 
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an  Investigational  device  prohibited  by 
8  812.50. 

(15)  If  the  sponsor  is  requesting  waiver 
of  the  requirement  of  8  812.30(c)  (1)  that 
a  study  shall  not  begin  before  the  expira¬ 
tion  of  30  days  after  the  Pood  and  Drug 
Administration  has  received  an  applica¬ 
tion  meeting  the  requirements  of  this 
subpart,  a  statement  of  reasons  for  re¬ 
questing  such  waiver. 

(16)  When  requested  by  the  Food  and 
Drug  Administration  after  receipt  of  an 
application  under  this  section,  an  envi¬ 
ronmental  Impact  analysis  report  meet¬ 
ing  the  requirements  of  Part  6  of  this 
chapter. 

(17)  Any  other  information  required 
by  the  Food  and  Drug  Administration  to 
be  submitted. 

S  812.25  Investigational  plan. 

(a)  The  Investigational  plan  for  the 
Investigational  study  of  a  device  shall 
include  the  following: 

(1)  A  statement  of  the  intended  uses 
of  the  device; 

(2)  A  general  outline  of  the  plan  and 
any  possible  changes  or  variations  in  the 
plan  that  may  be  made  based  on  experi¬ 
ence  gained  in  the  study; 

(3)  A  description  of  what  results  are 
expected  from  the  investigational  study; 

(4)  A  Justification  for  commencing  the 
-  study  taking  into  account  the  report  of 

prior  investigations  of  the  device; 

(5)  The  expected  duration  of  the  in¬ 
vestigational  study; 

(6)  Identification  of  the  investigator 
or  investigators,  the  facilities  where  the 
study  will  occur,  and  any  institutional 
review  committees  that  will  supervise  the 
study; 

(7)  The  patient  population  in  which 
the  device  will  be  used  (in  terms  of  age, 
sex,  and  condition)  and  the  size  of  such 
population; 

(8)  A  justification  for  using  such  pa¬ 
tient  population  and  of  the  size  of  such 
population;  ' 

(9)  The  sponsor’s  plan  for  monitoring 
the  study  in  accordance  with  8  812.46; 

(10)  A  description  of  records  to  be 
maintained,  and  the  reports  to  be  made, 
by  the  Investigator (s)  and  the  sponsor  to 
assure  compliance  with  the  plan  and 
enable  the  progress  of  the  investigation 
to  be  reviewed  by  the  sponsor,  any  insti¬ 
tutional  review  committee,  and  the  Food 
and  Drug  Administration,  and  the  safety 
and  effectiveness  of  the  device  to  be  eval¬ 
uated;  and 

(11)  The  plan  for  obtaining  informed 

consent  from  subjects,  Including  copies 
of  all  forms  to  be  used  in  obtaining  such 
consent.  , 

(b)  The  procedures  and  conditions  in 
the  investigational  plan  may  vary  de¬ 
pending  on  (1)  the  scope  and  duration  of 
the  investigational  study,  (2)  the  num¬ 
ber  of  human  subjects  who  are  to  be  in¬ 
volved  in  the  study,  (3)  the  need  to  per¬ 
mit  changes  to  be  made  in  the  device 
during  the  study  conducted  in  accord¬ 
ance  with  the  plan,  and  (4)  the  purpose 
of  the  study,  e.g.,  whether  the  study  is 
designed  for  the  purpose  of  developing 
data  to  obtain  approval  for  the  commer¬ 
cial  distribution  of  the  device. 


FEDERAL 


(c)  Where  an  investigational  study  is 
for  the  purpose  of  developing  data  to  ob¬ 
tain  approval  for  the  commerecial  dis¬ 
tribution  of  the  device,  an  investigation¬ 
al  plan  will  not  ordinarily  be  regarded  as 
reasonable  unless  it  provides  for  more 
than  one  independent  competent  inves¬ 
tigator  to  maintain  adequate  case  his¬ 
tories  of  an  adequate  number  of  sub¬ 
jects,  Including  controls,  in  accordance 
with  §  812.111. 

(d)  The  investigational  plan  may  pro¬ 
vide  for  additional  animal  tests  to  be 
made  during  the  investigational  study. 

§  812.27  Report  of  prior  investigations 
of  a  device. 

(a)  The  report  of.  prior  investigations 
of  a  device,  to  be  submited  to  an  institu¬ 
tional  review  commitee  and  to  the  Food 
and  Drug  Administration,  shall  Include 
Information  concerning  prior  investiga¬ 
tions  of  a  device  that  is  adequate  to  jus¬ 
tify  the  investigational  study  involving 
human  subjects  as  proposed  in  the  inves¬ 
tigational  plan  under  §  812.25. 

(b)  The  report  of  prior  investigations 
of  a  device  shall  Include: 

(1)  Complete  information  available  to 
the  sponsor  about  preclinlcal  investiga¬ 
tions  of  the  device,  including  tests  in 
animals  and  tests  in  vitro,  and  prior 
clinical  investigations  of  the  device  or 
clinical  experience  with  the  device  from 
commercial  marketing,  whether  in  the 
United  States  or  in  foreign  countries. 

(2)  A  complete  bibliography  of  any 
publications  about  the  device. 

(c)  Prior  investigations  of  a  device 
shall  not  be  considered  adequate  to  jus¬ 
tify  an  investigational  study  involving 
human  subjects  unless  the  conditions  of 
the  preclinlcal  Investigations  of  the  de¬ 
vice  are  relevent  to  the  conditions  of  the 
proposed  investigational  study. 

(d)  Except  where  tests  on  laboratory 
animals  would  be  Inappropriate,  e.g., 
where  in  the  judgment  of  the  institu¬ 
tional  review  committee  and  the  Food 
and  Drug  Administration,  there  have 
been  adequate  in  vitro  tests  or  there  Is 
ample  literature  concerning  prior  clin¬ 
ical  investigations  or  clinical  experience, 
prior  investigations  of  a  device  will  be 
considered  adequate  to  justify  the  in¬ 
vestigational  use  of  the  device  in  human 
subjects  only  if: 

(1)  The  device  has  been  tested  in  lab¬ 
oratory  animals  and  these  tests  show 
that  it  is  reasonably  safe  to  begin  an  in¬ 
vestigational  study  involving  human  sub¬ 
jects;  and 

(2)  The  report  of  prior  investigations 
of  the  device  (i)  identifies  and  describes 
the  qualifications  of  the  persons  who 
conducted  such  tests  and  the  persons 
who  evaluated  the  results  and  who  con¬ 
cluded  that  it  is  reasonably  safe  to  begin 
an  investigational  study  Involving  hu¬ 
man  subjects,  (ii)  states  where  such  tests 
were  conducted,  (ill)  states  whether 
records  concerning  such  tests  are  avail¬ 
able  and,  if  so,  where,  and  (iv)  provides 
sufficient  details  concerning  such  tests 
to  permit  scientific  review. 

(e)  Where  the  device  consists  of  sev¬ 
eral  components  or  ingredients  and  in¬ 
formation  concerning  any  such  compo- 
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nents  or  ingredients  is  needed  to  justify 
the  investigational  use  of  the  device  in 
human  subjects,  the  report  of  prior  in¬ 
vestigations  of  a  device  shall  include  a 
summary  of  information  about  prior 
clinical  investigations  of  significant  com¬ 
ponents  or  ingredients  of  the  device,  or 
clinical  experience  with  such  compo¬ 
nents  from  commercial  marketing,  and  a 
complete  bibliography  of  publications 
about  the  components  or  Ingredients. 
Such  summary  shall  include  all  reports 
available  to  the  sponsor  suggesting  side 
effects,  contraindications,  or  ineffec¬ 
tiveness  of  such  components  or  ingredi¬ 
ents  and  a  statement  of  the  expected  re¬ 
sults  of  combining  the  components  or  in¬ 
gredients. 

§  812.30  Food  and  Drug  Administration 
review  of  and  action  on  an  applica¬ 
tion. 

(a)  Upon  receipt  of  an  application  for 
an  Investigational  device  exemption  sub¬ 
mitted  in  accordance  with  this  subpart, 
the  Food  and  Drug  Administration  will 
notify  the  sponsor  of  the  date  of  such 
receipt  and  Inform  the  sponsor  that  the 
investigational  study  may  not  be  com¬ 
menced: 

(1)  For  30  days  from  the  date  of 
receipt  of  the  application  of  the  Food  and 
Drug  Administration,  unless  the  agency 
has  decided  to  waive  the  30-day  time  re¬ 
quirement  and  so  informs  the  sponsor,  or 

(2)  In  the  case  of  an  application  for  an 
exemption  from  the  banned  device  pro¬ 
visions  of  section  516  of  the  act  until 
the  Food  and  Drug  Administration  ap¬ 
proves  the  application. 

(b)  If,  during  the  30-day  period  fol¬ 
lowing  receipt  of  the  application,  the 
Commissioner  finds  that  the  application 
does  not  meet  the  requirements  of  this 
subpart,  he  shall  return  the  application 
to  the  sponsor  with  a  statement  of  rea¬ 
sons  for  rejecting  the  application,  and, 
except  where  the  deficiencies  are  minor 
and  can  be  corrected  promptly  by  sub¬ 
mission  of  additional  information,  shall 
instruct  the  sponsor  that  the  investiga¬ 
tional  study  shall  continue  to  be  post¬ 
poned  until  the  requirements  of  this  sub¬ 
part  are  met.  A  deficient  application  may 
be  corrected  and  resubmitted  at  any  time 
and  reviewed  in  accordance  with  para¬ 
graph  (a)  of  this  section.  If  the  Commis¬ 
sioner  again  rejects  the  resubmitted  ap¬ 
plication,  such  rejection  shall  be  re¬ 
garded  as  a  disapproval  for  purposes  of 
this  section. 

(c) (1)  Except  as  provided  in  para¬ 
graph  (c)  (2)  of  this  section,  an  applica¬ 
tion  for  an  investigational  device  exemp¬ 
tion  shall  be  deemed  to  be  approved  on 
the  30th  day  after  receipt  of  the  applica¬ 
tion  by  the  Food  and  Drug  Administra¬ 
tion,  unless  on  or  before  such  day  the 
Commissioner  by  order  disapproves  the 
application  or  notifies  the  sponsor  that 
the  application  does  not  meet  the  re¬ 
quirements  of  this  subpart  pursuant  to 
paragraph  (b)  of  this  section. 

(2)  An  application  for  an  exemption 
from  the  banned  device  provisions  of 
section  516  of  the  act  shall  not  be  con¬ 
sidered  approved  unless  the  Commis¬ 
sioner  notifies  the  sponsor  of  such  ap¬ 
proval. 
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(d)  The  Commissioner  shall  by  order 
disapprove  an  application  if  he  makes 
any  of  the  following  findings: 

(1)  The  application  contains  an  un¬ 
true  statement  of  a  material  fact  or 
omits  material  information  required  by 
§  812.20. 

(2)  The  report  of  prior  investigations 
of  the  device  is  inadequate  to  support  a 
conclusion  that  it  is  reasonably  safe  to 
begin  the  proposed  investigational  study. 

(3)  There  is  reason  to  believe  that  the 
investigational  device  may  be  unsafe  or 
ineffective  when  used  for  the  purpose  or 
in  the  manner  for  which  it  is  to  be  in¬ 
vestigated. 

(4)  The  investigational  plan  described 
in  the  application  is  not  a  reasonable 
plan,  in  whole  or  in  part,  for  a  scientific 
investigation  to  determine  whether  the 
investigational  device  is  safe  or  effective, 

(5)  The  methods,  facilities,  and  con¬ 
trols  used  for  the  manufacturing,  proc¬ 
essing,  packing,  storage,  and,  where  ap¬ 
propriate,  installation  of  the  investiga¬ 
tional  device  do  not  assure  adequately 
the  safety  and  effectiveness  of  the  in¬ 
vestigational  device. 

(6)  There  is  reason  to  believe  that  the 
investigational  study  will  not  be  con¬ 
ducted  in  accordance  with  the  investi¬ 
gational  plan  submitted  to  the  Food  and 
Drug  Administration. 

(7)  The  sponsor’s  proposed  use  of  the 
investigational  device  is  not  intended 
solely  for  an  investigational  study,  since 
it  is  being  or  is  to  be  sold  or  otherwise 
commercially  distributed  in  a  manner 
not  justified  by  the  requirements  of  the 
investigational  study  and  not  permitted 
by  this  part. 

(8)  The  proposed  investigational 
study  with  respect  to  which  the  applica¬ 
tion  is  submitted  does  not  conform  to 
procedures,  conditions,  or  requirements 
prescribed  in  this  part. 

(e)  The  Commissioner  shall  disap¬ 
prove  an  application  if  he  determines 
that  the  proposed  investigational  study 
subjects  human  subjects  to  undue  risks. 
In  assessing  risks,  the  Commissioner 
shall  consider,  among  other  things, 
whether: 

(1)  The  risks  to  the  subject  are  so 
outweighed  by  the  sum  of  the  benefits 
to  the  subject  and  the  importance  of  the 
knowledge  to  be  gained  as  to  warrant  a 
decision  to  allow  the  subject  to  accept 
these  risks. 

(2)  The  rights  and  welfare  of  any 
such  subjects  will  be  adequately  pro¬ 
tected. 

(3)  Legally  effective  informed  consent 
will  be  obtained  by  adequate  and  appro¬ 
priate  methods  in  accordance  with  the 
provisions  of  this  part. 

(4)  The  conduct  of  the  activity  will  be 
reviewed  at  timely  intervals. 

(f)  The  Commissioner  may  approve 
conditionally  an  application  for  an  ex¬ 
emption  under  this  subpart. 

(g)  The  Commissioner  shall  notify 
the  sponsor  of  an  approval  of  an  appli¬ 
cation  under  paragraph  (c)  (2)  of  this 
section  or  of  disapproval  or  conditional 
approval  of  an  application.  The  notifi¬ 
cation  shall  contain  the  order  of  the 
approval,  disapproval,  or  conditional  ap¬ 


proval,  a  complete  statement  of  any 
conditions  to  an  approval,  and  a  com¬ 
plete  statement  of  the  reasons  for  the 
order.  A  notification  of  disapproval  or 
conditional  approval  shall  advise  the 
sponsor  of  the  opportunity  for  a  regula¬ 
tory  hearing  pursuant  to  Subpart  F  of 
Part  2  of  this  chapter,  on  the  order. 

§  812.35  Withdrawal  of  an  investiga¬ 
tional  device  exemption. 

(а)  The  Commissioner  shall  by  order 
withdraw  an  exemption  granted  under 
this  part  if  he  makes  any  of  the  fol¬ 
lowing  findings : 

(1)  The  application  for  such  exemp¬ 
tion  or  any  subsequent  reports  contains 
an  untrue  statement  of  a  material  fact 
or  omits  material  information  required 
by  §§  812.20, 812.39,  or  §  812.55. 

(2)  The  report  of  prior  investigations 
of  the  device  is  inadequate  to  support  a 
conclusion  that  it  is  reasonably  safe  to 
continue  the  investigational  study  in¬ 
volving  human  subjects. 

(3)  There  is  reason  to  believe  that  the 
investigational  device  may  be  unsafe  or 
ineffective  when  used  for  the  purposes  or 
in  the  manner  for  which  is  is  investigat¬ 
ed. 

(4)  The  investigational  plan  described 
in  the  application  is  not  a  reasonable 
plan,  in  whole  or  in  part,  for  a  scientific 
investigation  to  determine  whether  the 
investigaitonal  device  is  safe  or  effective. 

(5)  The  methods,  facilities,  and  con¬ 
trols  used  for  the  manufacturing,  proc¬ 
essing,  packing,  storage,  and,  where  ap¬ 
propriate,  installation  of  the  investiga¬ 
tional  device  do  not  adequately  assure  the 
safety  and  effectiveness  of  the  investiga¬ 
tional  device. 

(б)  The  investigational  study  is  not 
being  conducted  in  accordance  with  the 
investigational  plan  submitted  to  the 
Food  and  Drug  Administration  or  any 
investigational  review  committee:  or  any 
change  in,  or  deviation  from,  the  investi¬ 
gational  plan  was  not  approved  as  re¬ 
quired  by  §§  812.39  and  812.105. 

(7)  The  sponsor’s  use  of  the  investiga¬ 
tional  device  is  not  solely  for  an  investi¬ 
gational  study  since  it  is  being  or  is  to 
be  sold  or  otherwise  commercially  dis¬ 
tributed  in  a  manner  not  justified  by  the 
requirements  of  the  investigational  study 
and  not  permitted  by  this  part. 

(8)  The  sponsor  has  failed  to  submit 
an  application  for  premarket  approval 
of  the  device  when  requested  by  the  Food 
and  Drug  Administration  to  do  so  under 
§  812.46(g). 

(9)  The  investigational  study  does  not 
conform  to  procedures,  conditions,  or 
requirements  prescribed  under  this  part. 

(b)  The  Commissioner  shall  by  order 
withdraw  an  exemption  granted  under 
this  part  if  he  determines  that  the  in¬ 
vestigational  study  subjects  human  sub¬ 
jects  to  undue  risks.  In  assessing  risks, 
the  Commissioner  shall  consider,  among 
other  things,  whether: 

(1)  The  risks  to  the  subject  are  so 
outweighed  by  the  sum  of  the  benefits 
to  the  subject  and  the  Importance  of 
the  knowledge  to  be  gained  as  to  warrant 
a  decision  to  allow  the  subject  to  accept 
these  risks. 


( 2 )  The  rights  and  welfare  of  any  such 
subjects  have  been  adequately  protected. 

(3)  Legally  effective  informed  con¬ 
sent  has  been  obtained  by  adequate  and 
appropriate  methods  in  accordance  with 
the  provisions  of  this  part. 

(4)  The  conduct  of  the  activity  has 
been  reviewed  at  timely  intervals. 

(c)  An  order  under  this  section  shall 
include  a  complete  statement  of  the  rea¬ 
sons  for  the  Commissioner’s  action.  Such 
order  shall  be  issued  only  after  the  spon¬ 
sor  has  been  afforded  an  opportunity  for 
a  regulatory  hearing  pursuant  to  Sub¬ 
part  F  of  Part  2  of  this  chapter,  ex¬ 
cept  that  the  order  may  be  issued  before 
providing  an  opportunity  for  such  hear¬ 
ing  if  the  Commissioner  determines  that 
the  continuation  of  testing  under  the  ex¬ 
emption  with  respect  to  which  the  order 
is  to  be  issued  will  result  in  an  unreason¬ 
able  risk  to  the  public,  health  or  safety. 

(d)  An  exemption  that  has  been  with¬ 
drawn  under  this  section  may  be  rein¬ 
stated  if  the  sponsor  satisfies  the  Com¬ 
missioner  that  the  grounds  for  with¬ 
drawal  no  longer  apply. 

§  812.38  Confidentiality  of  data  and  in¬ 
formation  in  an  application. 

(a)  The  existence  of  an  application 
for  investigational  device  exemption  will 
not  be  disclosed  by  the  Food  and  Drug 
Administration  unless  it  has  previously 
been  publicly  disclosed  or  acknowledged. 

(b)  The  availability  for  public  disclo¬ 
sure  of  all  data  and  information  in  the 
Food  and  Drug  Administration  file  con¬ 
cerning  the  application  shall  be  handled 
in  accordance  with  the  provisions  es¬ 
tablished  in  §  314.14  of  this  chapter  for 
the  confidentiality  of  data  and  informa¬ 
tion  in  new  drug  applications. 

(c)  Notwithstanding  the  provisions  of 
8  314.14  of  this  chapter,  the  Food  and 
Drug  Administration  shall  disclose  upon 
request  to  an  individual  on  whom  an 
investigational  device  has  been  used  a 
copy  of  any  adverse  reaction  report  re¬ 
lating  to  such  use. 

§  812.39  Supplemental  applications  and 
submissions  concerning  applications. 

(a)  Except  as  provided  in  paragraphs 
(b),  (c),  and  (d)  of  this  section,  in¬ 
formation  contained  in  an  application 
submitted  under  §  812.20  may  be  up¬ 
dated  by  means  of  a  report  to  the  Food 
and  Drug  Administration  under  §  812.55. 

(b) (1)  Whenever  the  sponsor  or  any 
investigator  participating  in  an  investi¬ 
gational  study  wishes  to  implement  a 
change  in,  or  deviation  from,  the  in¬ 
vestigational  plan  submitted  to  the  Food 
and  Drug  Administration  under  §  812.20 
or  described  in  a  summary  that  was  sub¬ 
mitted,  which  change  or  deviation  may 
affect  the  validity  of  the  study  or  the 
rights  or  safety  of  the  human  subjects 
under  the  criteria  in  paragraph  (b)  (3)  of 
this  section,  the  sponsor  shall  submit  to 
the  Food  and  Drug  Administration  a  sup¬ 
plemental  application  describing  the  pro¬ 
posed  change  or  deviation  and  the  justi¬ 
fication  therefor.  Except  as  provided  in 
paragraph  (b)  (2)  of  this  section,  the 
sponsor  shall  submit  the  supplemented 
application  before  the  change  or  devia¬ 
tion  is  Implemented,  shall  obtain  the 
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prior  review  and  approval  of  any  insti¬ 
tutional  review  committee  pursuant  to 
58  812.42(c)  (2)  (v)  and  812.105,  shall  at¬ 
tach  to  such  supplemental  application  a 
copy  of  the  approval  of  such  change  or 
deviation  by  buch  committee,  and  shall 
not  permit  the  change  or  deviation  to 
be  implemented  unless  and  until  the  sup¬ 
plemental  application  is  approved  or 
deemed  approved  under  5  812.30(c) . 

(2)  When  a  change  or  deviation  is 
necessary  to  eliminate  or  reduce  an  ap¬ 
parent  immediate  hazard  to  the  safety 
of  a  human  subject  who  is  already  par¬ 
ticipating  in  the  investigational  study, 
the  sponsor  is  not  required  to  comply 
with  the  prior  approval  requirements  of 
paragraph  (b)(1)  of  this  section.  The 
sponsor  shall  instead  notify  the  Pood 
and  Drug  Administration  of  the  change 
or  deviation  and  the  justification  there¬ 
for  as  soon  as  possible  but  in  no  event 
later  than  5  days  after  such  change  or 
deviation  is  implemented. 

(3)  The  following  changes  in,  or  de¬ 
viations  from,  an  investigational  plan 
illustrate  some  of  the  situations  in  which 
prior  review  and  approval  are  required 
under  paragraph  (a)  of  this  section: 

(i)  A  significant  change  in  the  admin¬ 
istration  of,  or  where  appropriate,  in  the 
dosage  or  frequency  of,  or  a  change  in 
the  method  of,  administration  or  use  of 
the  investigational  device. 

(ii)  A  significant  change  in  the  num¬ 
ber  of  subjects  participating  in  the  study 
at  one  time  or  cumulatively. 

(iii)  The  utilization  of  subjects  with 
medical  conditions  unrelated  to,  but  pos¬ 
sibly  affecting,  the  scope  or  validity  of 
the  study,  e.g.,  use  of  terminally  ill  pa¬ 
tients  in  an  Investigation  unrelated  to 
the  terminal  illnesses. 

(iv)  The  utilization  of  human  subjects 
who  require  special  consideration  or  pro¬ 
tection  and  who  are  not  listed  specifically 
in  the  plan,  e.g.,  children,  pregnant 
women,  mentally  disabled  individuals,  or 
prisoners. 

(v)  The  administration  of  concomi¬ 
tant  or  concurrent  therapy. 

(c)  The  sponsor  shall  submits  to  the 
Food  and  Drug  Administration  the 
signed  statements  required  under 
11812.43(b)  and  812.42(c)  (2)  (iii)  for 
any  additional  investigators  or  institu¬ 
tional  review  committees  who  are  added 
to  an  Investigational  study  after  sub¬ 
mission  of  an  application  for  an  investi¬ 
gational  device  exemption  under  §  812.20 
(b) .  Any  such  additional  statement  shall 
be  submitted  before  am  investigator  may 
begin  participation  in  the  investigational 
study  except  that  the  sponsor  may  re¬ 
quest  the  Pood  and  Drug  Administration 
approval  to  add  additional  investigators 
to  the  study  by  rapid  communication 
techniques  before  submitting  the  signed 
statements  when  there  exists  a  life- 
threatening  situation  that  necessitates 
the  use  of  the  investigational  device. 
Such  requests  should  be  directed  to  the 
Director,  Bureau  of  Medical  Devices  and 
Diagnostic  Products,  Pood  and  Drug 
Administration. 

(d)  The  sponsor  shall  submit  to  the 
Food  and  Dnig  Administration  any  addi¬ 
tional  forms,  or  revisions  in  forms,  to  be 


used  by  investigators  to  obtain  informed 
consent  of  human  subjects  and  any  addi¬ 
tional  informational  materials,  or  revi¬ 
sion  in  such  informational  materials, 
supplied  to  investigators,  which  had  not 
been  submitted  in  an  application  under 
9  812.20(b)  (”)  and  (8)  or  any  subse¬ 
quent  reports  to  the  Food  and  Drug  Ad¬ 
ministration.  The  sponsor  shall  submit 
such  forms  or  materials  to  the  Food  and 
Drug  Administration  at  the  same  time 
that  they  are  provided  to  investigators. 

Subpart  C — Sponsor  Responsibilities  in  In¬ 
vestigational  Studies  Involving  Human 

Subjects 

§812.40  General. 

The  requirements  of  this  subpart  are 
applicable  to  sponsors  of  investigational 
studies,  including  sponsor-investigators, 
where  such  studies  involve  human  sub¬ 
jects.  These  requirements  are  conditions 
to  any  exemptions  for  such  studies  under 
this  part  and  are  in  addition  to  any  other 
requirements  applicable  to  sponsors  un¬ 
der  the  act  or  under  this  chapter,  e.g., 
the  requirements  under  Subpart  B  of  this 
part  or  the  requirements  for  applications 
for  premarket  approval  of  devices  under 
section  515  of  the  act. 

§  812.42  Review  of  llie  investigational 
study  by  the  Food  and  Drug  Admin¬ 
istration  and  the  institutional  review 
committee. 

(a)  The  sponsor  shall  submit  for  re¬ 
view  and  approval  by  the  Food  and  Drug 
Admit listration  an  application  for  an  in¬ 
vestigational  device  exemption  in  accord¬ 
ance  with  Subpart  B  of  this  part  before 
any  human  subjects  are  allowed  to  par¬ 
ticipate  in,  or  are  requested  to  consent  to 
participate  in,  the  investigational  study; 
and  the  sponsor  shall  assure  that  it  has 
met  the  other  requirements  of  §  812.5, 
which  state  the  conditions  for  an  ex¬ 
emption  of  an  investigational  device.  The 
sponsor  shall  also  assure  that  the  Food 
and  Drug  Administration  is  provided  all 
the  information  concerning  the  proposed 
investigational  study  and  the  device  that 
the  agency  will  need  for  its  review,  ap¬ 
proval,  and  monitoring  of  the  study. 

(b)  The  sponsor  shall  not  allow  human 
subjects  to  participate  in,  or  be  requested 
to  consent  to  participate  in,  a  proposed 
Investigational  study  until  such  time  as 
the  study  has  been  reviewed  by.  and  an 
investigational  device  exemption  has 
been  obtained  from,  the  Food  and  Drug 
Administration  pursuant  to  Subpart  B  of 
this  part 

(c) (1)  The  sponsor  shall  determine 
whether  the  proposed  investigational 
study  is  subject  to  an  institutional  review 
requirement  under  Subpart  D  of  this 
part. 

(2)  If  the  study  is  subject  to  an  in¬ 
stitutional  review  requirement: 

(i)  The  sponsor  shall  submit  or  assure 
that  an  investigator  submits,  for  review 
and  approval  by  the  committee  the  pro¬ 
posed  Investigational  study  (Including 
an  Investigational  plan  that  meets  the 
requirements  of  9  812.25  and  a  report  of 
prior  Investigations  of  the  device  that 
meets  the  requirements  of  5  812.27)  be¬ 
fore  any  human  subjects  are  allowed  to 


participate  in,  or  are  requested  to  con¬ 
sent  to  participate  in,  the  study. 

(ii)  The  sponsor  shall  assure  that  the 
institutional  review  committee  is  pro¬ 
vided  all  the  information  on  the  pro¬ 
posed  investigational  study  and  the  de¬ 
vice  that  it  will  need  for  its  review,  ap¬ 
proval,  and  monitoring  of  the  study. 

(iii)  The  sponsor  shall  obtain  from  the 
committee  a  statement,  signed  by  all 
members  who  participated  in  the  deci¬ 
sion,  that  the  committee  has  approved 
the  investigational  plan  and  has  reviewed 
the  report  of  prior  investigations  of  the 
device,  that  the  committee  will  monitor 
the  investigation  until  it  is  completed, 
discontinued,  or  terminated,  and  that 
during  the  investigation  the  committee 
will  supervise  the  study  to  assure  con¬ 
formity  with  the  investigational  plan 
and  that  the  investigator  complies  with 
the  requirements  applicable  to  investi¬ 
gators  under  Subparts  E  and  F  of  this 
part.  The  sponsor  shall  submit  the  com¬ 
mittee’s  statement  to  the  Food  and  Drug 
Administration,  as  required  by  §§812.20 
(b)(5)  and  812.38(c). 

(iv)  The  sponsor  shall  assure  that  the 
institutional  review  committee  complies 
with  the  requirements  of  Subpart  D  of 
this  part. 

(v)  The  sponsor  shall  not  implement  a 
change,  or  deviate  from  the  investiga¬ 
tional  plan,  or  permit  a  change  or  devia¬ 
tion  to  be  implemented,  unless  there  has 
been  compliance  with  the  requirements 
of  §5  812.39  and  812.105. 

(vi)  The  sponsor  shall  report,  or  as¬ 
sure  that  an  investigator  reports,  to  the 
committee  any  adverse  effect  that  may 
reasonably  be  regarded  as  caused,  or 
probably  caused,  by  the  Investigational 
device  and  that  was  not  previously  an¬ 
ticipated  (in  nature,  severity,  or  degree 
of  incidence)  in  any  written  information 
regardig  the  device  submitted  to  the 
committee.  The  sponsor  also  shall  report, 
or  assure  that  an  investigator  reports,  to 
the  committee  any  known  deaths  of  sub¬ 
jects  and  any  life-threatening  medical 
problems  occurring  in  the  study.  Such 
reports  shall  be  accurate  and  adequate  in 
content  and  shall  be  made  as  soon  as  pos¬ 
sible,  but  in  no  event  later  than  5  work¬ 
ing  days,  after  the  sponsor  discovers  the 
adverse  effect,  death,  or  medical  prob¬ 
lem,  e.g.,  from  an  investigator  in  another 
institution  or  from  an  animal  study. 

(vii)  The  sponsor  shall  notify,  or  as¬ 
sure  that  an  investigator  notifies  the 
committee  within  3  months  after  com¬ 
pletion  or  discontinuance  of,  or  the  with¬ 
drawal  of  the  exemption  for,  the  entire 
investigational  study  or  of  the  investi¬ 
gator’s  portion  of  the  study,  whichever 
is  sooner. 

(viii)  The  sponsor  shall  provide  accu¬ 
rate  and  adequate  information  regarding 
the  investigational  study  to  the  commit¬ 
tee  in  response  to  its  request. 

(ix)  The  sponsor  shall  maintain,  or 
assure  that  an  investigator  maintains, 
records  of  all  submissions  to,  and  all  ac¬ 
tions  by,  the  committee  regarding  the 
study. 

§  812.43  Selection  of  investigators. 

(a)  The  sponsor  shall  select  as  investi¬ 
gators  only  Individuals  who,  because  of 


FEDERAL  REGISTER,  VOL  41,  NO.  163— FRIDAY,  AUGUST  20,  1976 


35306 


PROPOSED  RULES 


their  training  or  experience,  qualify  as 
suitable  experts  to  investigate  the  safety 
and  effectiveness  of  the  device  bearing 
in  mind  the  investigational  plan,  the  re¬ 
port  of  prior  investigations  of  the  device 
as  described  in  an  applicaton  for  an 
investigational  device  exemption  under 
§  812.20  and  what  is  known  about  the 
device,  and  who  have  the  ability  and 
commitment  to  comply  with  the  investi¬ 
gational  plan  and  the  procedures,  con¬ 
ditions,  and  requirements  of  Subparts 
E  and  P  of  this  part. 

(b)  The  sponsor  shall  obtain  from  each 
investigator  who  will  participate  in  the 
investigational  study  a  signed  statement 

on  Form  PD - for  submission  to  the 

Pood  and  Drug  Administration  under 
99  812.20(b)  (10)  or  812.39(c)  that  in¬ 
cludes  the  following  information: 

(1)  A  statement  of  the  investigator’s 
education  and  experience  in  sufficient  de¬ 
tail  to  allow  determination  of  the  investi¬ 
gator’s  qualifications  for  investigating 
the  device.  Such  statement  shall  include: 

(1)  Colleges,  universities,  and  medical 
or  other  professional  schools  attended, 
dates  of  attendance,  degrees,  and  dates 
on  which  degrees  were  awarded. 

(ii)  Postgraduate  medical  or  other 
professional  training  with  dates,  names 
of  institutions,  and  nature  of  training. 

(iii)  Teaching  or  research  experience 
with  dates,  names  of  institutions  and  a 
brief  description  of  the  experience. 

(iv)  Experience  in  medical  practice  or 
other  professional  experience  giving 
dates,  institutional  affiliations,  and  na¬ 
ture  of  practice  or  other  professional  ex¬ 
perience. 

(v)  A  representative  list  of  pertinent 
medical  or  other  scientific  publications  of 
the  investigator  giving  titles  of  articles, 
names  of  publications  and  volume,  num¬ 
ber,  page,  and  date. 

(2)  An  agreement  to  comply  with  the 
Investigational  plan,  the  requirements  of 
Subparts  E  and  F  of  this  part,  and  any 
conditions  for  approval  of  an  applica¬ 
tion  for  an  investigational  device  exemp¬ 
tion  imposed  under  §  812.30(f) . 

(3)  An  agreement  that  any  use  of  the 
device  involving  human  subjects  will  be 
under  the  investigator’s  supervision. 

(4)  A  statement  as  to  whether  any  in¬ 
vestigational  study  or  other  research  by 
6uch  investigator  has  been  discontinued 
on  the  order  of  a  sponsor,  an  institutional 
review  committee,  or  the  Pood  and  Drug 
Administration. 

(5)  The  name  of  any  other  investiga¬ 
tor  who  will  participate  in  the  investi¬ 
gational  study,  who  is  under  the  investi¬ 
gator’s  supervision,  and  who  is  respon¬ 
sible  to  him,  with  a  statement  of  such 
other  investigator’s  education  and  ex¬ 
perience  in  accordance  with  paragraph 

(b)  (1)  of  this  section. 

§  812.45  Control  over -the  investigational 
device. 

(a)  The  sponsor  shall  permit  the  in-, 
vestigational  device  to  be  shipped  only  to 
investigators  who  have  signed  state¬ 
ments  that  the  sponsor  has  submitted  to 
the  Pood  and  Drug  Administration  under 
§  812.20(b)  (10)  or  §  812.39(c)  and  shall 
assure  that  each  such  investigator  only 


permits  an  investigational  device  for  ad¬ 
ministration  to,  or  use  involving,  sub¬ 
jects  who  are  under  his  personal  super¬ 
vision,  or  under  the  supervision  of  an¬ 
other  investigator  who  1s  responsible  to 
him  and  who  is  named  by  the  investiga¬ 
tor  in  his  signed  statement  under  S  812.43 
(b) .  The  sponsor  shall  assure  that  an  in¬ 
vestigator  does  not  supply  the  investiga¬ 
tional  device  to  any  other  person  for  ad¬ 
ministration  to,  or  use  involving,  subjects 
or  for  any  other  purpose. 

(b)  When  a  study  is  completed  or  dis¬ 
continued,  or  the  exemption  is  with¬ 
drawn,  the  sponsor  shall  recall  from  in¬ 
vestigators  or  shall  otherwise  assure  the 
disposition  of  any  unused  supply  of  the 
investigational  device  and  assure  that  all 
investigators  discontinue  use  of  the  de¬ 
vice.  The  sponsor  shall  assure  that  the 
investigators  return  any  unused  supply 
of  the  investigational  device,  or  other¬ 
wise  dispose  of  the  device  as  directed  by 
the  sponsor,  upon  request  of  the  sponsor 
or  upon  suspension,  withdrawal  of  the 
exemption,  or  discontinuance  of  the  in¬ 
vestigational  study. 

(c)  The  sponsor  shall  maintain  ade¬ 
quate  and  accurate  records  showing  the 
shipment,  receipt,  or  other  disposition  of 
all  supplies  of  all  investigational  devices 
shipped  to  him  by  others  and  shipped  by 
him  to  investigators,  including  the  dates, 
the  quantity  and  the  serial,  batch,  lot  or 
other  identification  number  of  the  units 
received;  identification  by  name  of  the 
investigator  who  received  each  unit  of 
the  device;  and  identification  of  each 
unit  otherwise  disposed  of  (including 
identification  of  the  person  who  disposed 
of  it,  the  person,  if  any,  who  received  it, 
and  the  purpose  or  reason  for  its  dis¬ 
posal,  e.g.,  because  of  contamination  or 
to  return  to  the  sponsor) .  The  records  re¬ 
quired  in  this  paragraph  are  separate 
from,  and  in  addition  to,  the  records  re¬ 
quired  under  §  812.55. 

(d)  The  sponsor  shall  assure  that  the 
methods,  facilities,  and  controls  used  for 
the  manufacture,  processing,  storage, 
and,  where  appropriate,  installation  of 
the  device  adequately  assure  the  safety 
and  effectiveness  of  the  investigational 
device. 

§  812.46  Monitoring  the  investigational 
study. 

(a)  The  sponsor  shall  monitor  the  in¬ 
vestigational  study  continuously  to  as¬ 
sure  that  the  requirements  o*  this  part 
are  met  and  shall  evaluate  the  data  re¬ 
garding  the  safety  and  effectiveness  of 
the  device  upon  receipt  of  such  data  from 
investigators. 

(b)  The  sponsor  shall  designate  an  ap¬ 
propriately  trained  and  qualified  individ¬ 
ual  to  monitor  the  progress  of  the  in¬ 
vestigational  study  and  evaluate  the  data 
on  behalf  of  the  sponsor  as  required  by 
paragraph  (a)  of  this  section,  and  shall 
assure  that  such  monitoring  and  evalua¬ 
tion  occur. 

(c)  The  sponsor  shall  assure  that  all 
investigators  who  participate  In  the  in¬ 
vestigational  study  conduct  the  investi¬ 
gational  study  in  accordance  with  the 
investigational  plan,  the  requirements 
of  this  part,  and  any  conditions  of  ap¬ 


proval  of  an  application  for  an  inves¬ 
tigational  device  exemption  Imposed 
under  S  812.30(f). 

(d)  The  sponsor  shall  discontinue 
shipments  of  the  investigational  device 
to  any  investigator  who  has  failed  to 
conduct  the  investigation  in  accordance 
with  the  investigational  plan,  the  re¬ 
quirements  of  this  part,  and  any  condi¬ 
tions  of  approval  of  an  application  for 
an  investigational  device  exemption  im¬ 
posed  under  §  812.30(f). 

(e)  The  sponsor  shall  have  and  shall 
comply  with  an  adequate  plan  for  mon¬ 
itoring  the  investigational  study,  which 
shall  be  included  in  the  investigational 
plan  under  §  812.25.  Such  plan  shall  in¬ 
clude  provisions  for  periodic  visits  at 
specific  intervals  to  all  facilities  involved 
in  the  investigational  study  by  appropri¬ 
ately  trained  and  qualified  representa¬ 
tives  of  the  sponsor  to  determine 
whether  the  investigations  are  being 
conducted  in  accordance  with  the  plan, 
the  requirements  of  this  part,  and  any 
conditions  of  approval  of  an  application 
for  an  investigational  device  exemption 
imposed  under  §  812.30(f). 

if)  (1)  The  sponsor  shall  undertaken 
special  investigation  whenever  he  learns 
of  any  adverse  effect  that  may  reason¬ 
ably  be  regarded  as  caused  by,  or  prob¬ 
ably  caused,  by  the  investigational  de¬ 
vice  and  that  was  not  previously 
anticipated  (in  nature,  severity,  or 
degree  of  incidence)  in  any  material 
submitted  to  the  Pood  and  Drug  Ad¬ 
ministration.  The  sponsor  also  shall  un¬ 
dertake  a  special  investigation  of  any 
known  deaths  of  subjects  and  any  life- 
threatening  medical  problems  that  have 
occurred  in  the  study.  The  sponsor  shall 
notify  all  investigators  of  any  such  ad¬ 
verse  effect,  death,  or  medical  problem 
as  soon  as  possible,  but  in  no  event  later 
than  5  days  after  the  sponsor  learns 
of  the  adverse  effect,  death,  or  medical 
problem v  as  required  by  9  812.47(b). 

(2)  Where  the  sponsor  regards  any 
adverse  effect,  death,  or  medical  prob¬ 
lem  discussed  in  paragraph  (f)  (1)  of 
this  section  as  serious,  the  sponsor  shall 
upon  its  own  initiative  suspend  the  6tudy 
as  soon  as  possible  but  in  no  event  later 
than  5  days  after  learning  of  the  adverse 
effect,  death,  or  medical  problem.  Where 
the  sponsor  has  not  suspended  the  study 
but  the  Pood  and  Drug  Administration 
regards  such  an  adverse  effect,  death, 
or  medical  problem  as  serious  and  so 
informs  the  sponsor,  the  sponsor  shall 
suspend  the  study  as  soon  as  possible 
but  in  no  event  later  than  5  days  after 
such  request.  The  sponsor  shall  not  re¬ 
sume  the  study  until  it  determines,  sub¬ 
ject  to  the  concurrence  of  the  Pood  and 
Drug  Administration,  that  the  study  can 
6afely  be  resinned.  Where  there  is  sub¬ 
stantial  doubt  that  the  study  can 
safely  be  resumed,  the  sponsor  shall  dis¬ 
continue  the  study. 

(g)  A  sponsor  shall  not  unduly  pro¬ 
long  an  investigational  study.  Where  the 
study  is  suitable  for  the  development 
of  data  to  obtain  approval  of  an  appli¬ 
cation  for  premarket  approval  of  the 
device  pursuant  to  section  515  of  the 
act,  the  sponsor  shall  submit  such  an 
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application  under  either  of  the  follow¬ 
ing  conditions: 

(1)  With  reasonable  promptness  after 
the  sponsor  finds  that  the  results  of  the 
study  may  establish  the  safety  and  ef¬ 
fectiveness  of  the  device. 

(2)  Within  60  days  after  receipt  of 
a  written  request  for  such  an  application 
from  the  Commissioner.  If  the  sponsor 
does  not  submit  an  application  after  such 
request,  the  sponsor  shall  give  adequate 
reasons  for  not  submitting  an  applica¬ 
tion  for  premarket  approval  or  shall  dis¬ 
continue  the  study. 

§  812.47  Submitting  information  to  in¬ 
vestigators. 

(a)  The  sponsor  shall  supply  all  in¬ 
vestigators  with  copies  of  the  investiga¬ 
tional  plan  required  under  §  812.25,  the 
report  of  prior  Investigations  of  the  de¬ 
vice  required  under  S  812.27,  and  label¬ 
ing  (including  labels)  for  the  device 
which  describes  all  relevant  hazards, 
contraindications,  adverse  effects,  inter¬ 
fering  substances  or  devices,  and  precau¬ 
tions  suggested  by  prior  investigations 
and  experience  with  the  investigational 
device  or  any  related  devices.  The  label¬ 
ing  shall  not  represent  that  the  safety 
or  effectiveness  of  the  device  has  been 
established  for  the  purposes  to  be  inves¬ 
tigated. 

(b)  The  sponsor  shall  notify  each  in¬ 
vestigator  participating  in  the  study  of 
any  adverse  effect,  death,  or  medical 
problem  that  is  subject  to  the  require¬ 
ment  of  a  special  Investigation  under 
i  812.45(f)  as  soon  as  possible  but  in  no 
event  later  than  5  days  after  the  spon¬ 
sor  learns  of  the  adverse  effect,  death,  or 
medical  problem. 

(c)  The  sponsor  shall  notify  each  in¬ 
vestigator  of  the  completion  or  discon¬ 
tinuance  of  the  investigational  study  or 
the  withdrawal  of  the  exemption  as  soon 
so  possible  but  in  no  event  later  than 
5  days  after  such  action. 

(d)  The  sponsor  shall  notify  each  in¬ 
vestigator  if  an  application  for  premarket 
approval  of  the  device  under  section  515 
of  the  act  is  approved. 

S  812.50  Promotion  and  talr  of  an  in¬ 
vestigational  device. 

(a)  Neither  the  sponsor  nor  any  person 
acting  for  or  on  behalf  of  the  sponsor 
shall  disseminate  any  promotional  mate¬ 
rial  representing  that  the  device  being 
Investigated  is  safe  or  effective  for  the 
purposes  for  which  it  is  under  investiga¬ 
tion.  This  requirement  does  not  restrict 
the  full  exchange  of  scientific  informa¬ 
tion  concerning  the  device,  Including  dis¬ 
semination  of  scientific  findings  in  the 
media,  but  prohibits  promotonal  claims 
by  the  sponsor  that  the  device  is  safe  or 
effective  while  the  device  is  being  inves¬ 
tigated  to  establish  its  safety  or  effective¬ 
ness.  During  the  transitional  period,  this 
requirement  may  be  waived  by  the  Pood 
and  Drug  Administration  for  a  device 
that  either  was  in  commercial  distribu¬ 
tion  before  May  28,  1976  or  is  substan¬ 
tially  equivalent  to  a  device  that  was  in 
commercial  distribution  before  such  date. 

(b) (1)  Except  as  provided  in  para¬ 
graph  (b)  (2)  of  this  section,  the  sponsor 


shall  not  commercially  distribute  or  test, 
market  an  investigational  device,  or  oth¬ 
erwise  commercialize  an  investigational 
device,  until  the  device  has  been  approved 
for  marketing  for  the  purpose  for  which 
it  is  being  Investigated. 

(2)  During  the  transitional  period  for 
a  device  that  was  in  commercial  distribu¬ 
tion  before  May  28,  1976  or  that  is  sub¬ 
stantially  equivalent  to  a  device  that  was 
in  commercial  distribution  before  such 
date,  the  sponsor  of  the  device  may  com¬ 
mercially  distribute  or  test  market  the 
device  so  long  as  the  device  may  be  com¬ 
mercially  distributed  lawfully  without 
having  in  effect  an  approved  application 
for  premarket  approval  under  section 
515  of  the  act. 

(c)  The  sponsor  shall  not  charge  sub¬ 
jects  or  investigators  for  an  investiga¬ 
tional  device  if  the  Food  and  Drug  Ad¬ 
ministration  finds  the  compensation  to 
be  unreasonable  considering  the  manu¬ 
facturing  and  other  costs  of  the  device, 
and  has  so  notified  the  sponsor  of  this 
finding. 

§  812.55  Reporting  to  the  Food  and 
Drug  Administration,  maintaining 
records,  and  permitting  inspection. 

(a)  A  sponsor  shall  make  accurate  and 
adequate  records  for  reporting  to  the 
Pood  and  Drug  Administration  on  the 
progress  of  the  investigational  study. 
These  reports  shall  be  made  at  appropri¬ 
ate  intervals  not  exceeding  1  year.  Such 
reports  shall  include  any  significant  find¬ 
ings  of  the  investigational  study  and  any 
amendments  to  the  application  or  pre¬ 
vious  reports  that  are  necessary  to  keep 
them  accurate  and  timely  and  that  had 
not  been  submitted  to  the  agency  pre¬ 
viously. 

(b)  The  sponsor  shall  notify  the  Pood 
and  Drug  Administration  of  the  comple¬ 
tion  or  discontinuance  of  the  investiga¬ 
tional  study  within  30  days  and  shall 
make  an  accurate  and  adequate  final  re¬ 
port  to  the  agency  on  the  study  within 
6  months  after  the  study  is  completed  or 
discontinued,  or  an  exemption  is  with¬ 
drawn. 

(c)  The  sponsor  shall  report  to  the 
Pood  and  Drug  Administration  any  ad¬ 
verse  effect,  death,  or  medical  problem 
that  is  subject  to  the  requirement  of  a 
special  investigation  under  S  812.46(f). 
Such  reports  shall  be  accurate  and  ade¬ 
quate  in  content  and  shall  be  made  as 
soon  as  possible,  but  in  no  event  later 
than  5  working  days,  after  the  sponsor 
learns  of  the  adverse  effect,  death,  or 
medical  problem. 

(d)  The  sponsor  shall  submit  to  the 
Food  and  Drug  Administration  a  copy  of 
a  report  of  a  determination  by  an  in-" 
vestigator  under  §  812.123  that  Informed 
consent  cannot  be  obtained  from  a  sub¬ 
ject  or  his  representative.  Such  report 
shall  be  submitted  as  soon  as  possible,  but 
in  no  event  later  than  5  days,  after  such 
report  is  received  from  the  investigator. 

(e)  A  sponsor  shall  retain  a  copy  of 
any  application,  report,  or  correspond¬ 
ence  that  he  submits  to  the  Pood  and 
Drug  Administration  under  this  part. 

(f)  A  sponsor  shall  maintain  the  rec¬ 
ords  required  under  this  part  for  which¬ 
ever  of  the  following  periods  applies: 


(1)  A  period  of  2  years  following  the 
date  on  which  the  Food  and  Drug  Ad¬ 
ministration  approves  the  marketing  of 
the  device  for  the  purposes  which  were 
the  subject  of  the  study. 

(2)  A  period  of  5  years  following  the 
date  on  which  the  results  of  the  study 
are  submitted  to  the  Food  and  Drug  Ad¬ 
ministration  in  support  of  the  marketing 
of  the  device  for  the  purposes  which  were 
the  subject  of  the  study. 

(3)  In  other  situations,  e.g.,  where  the 
investigational  study  does  not  result  in 
the  submission  of  an  application  for 
marketing  the  device  for  the  purposes 
which  were  the  subject  of  the  study,  a 
period  of  2  years  following  the  date  on 
which  the  investigational  study  (not 
merely  an  investigator’s  portion  of  a 
study)  is  completed  or  discontinued,  or 
the  exemption  is  withdrawn. 

(g)  A  sponsor  may  withdraw  from  the 

responsibility  for  maintaining  records 
for  the  period  of  time  required  in  para¬ 
graph  (f)  of  this  section  by  transferring 
custody  to  any  other  person  who  will  ac¬ 
cept  responsibility  for  the  records,  e.g.,  a 
manufacturer  who  has  acquired  the 
rights  to  the  device.  Notice  of  such  trans¬ 
fer  shall  be  given  to  the  Pood  and  Drug 
Administration.  / 

(h)  A  sponsor  shall  permit  an  author¬ 
ized  employee  of  the  Pood  and  Drug  Ad¬ 
ministration,  at  reasonable  times  and  in 
a  reasonable  manner,  to  inspect  any 
facilities  where  the  investigational  de¬ 
vice  is  manufactured,  processed,  held,  or 
used,  and  to  Inspect  and  copy  any  records 
of  the  sponsor  concerning  the  investiga¬ 
tional  study.  Including  any  records  re¬ 
quired  to  be  kept  under  §  812.45(c)  and 
under  paragraph  (e)  of  this  section.  A 
sponsor  shall  permit  a  representative  of 
an  institutional  review  committee  that  is 
supervising  an  investigational  study  of 
the  sponsor,  at  reasonable  times  and  in  a 
reasonable  manner,  to  inspect  and  copy 
any  records  of  the  sponsor  relevant  to 
the  responsibilities  of  the  committee  con¬ 
cerning  the  investigational  study.  The 
requirements  of  9  812.115  shall  apply  to 
the  copying  of  names  and  other  informa¬ 
tion  which  might  identify  the  human 
subjects. 

(i)  The  Pood  and  Drug  Administra¬ 
tion  may  require  a  sponsor' to  submit  any 
records  concerning  the  investigational 
study,  including  any  records  required  to 
be  kept  under  9  812.45(c)  and  paragraph 

(e)  of  this  section. 

Subpart  D— Institutional  Review 
Committee 

§  812.60  Circumstances  in  which  an  In¬ 
stitutional  review  committee  is  re¬ 
quired. 

(a)  An  Institutional  review  committee 
shall  review  and  monitor  investigational 
studies  in  any  of  the  following  situations: 

(1)  When  the  investigational  study  is 
to  utilize  human  subjects  who  are  insti¬ 
tutionalized. 

(2)  When  the  investigational  study  la 
to  be  conducted  by  an  individual  affili¬ 
ated  with  an  institution  that  agrees  to 
assume  responsibility  for  the  study. 

(3)  When  the  investigational  study  is 
to  be  conducted  in  an  institution  that 
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has  a  committee  that  meets  the  require¬ 
ments  of  this  subpart. 

(b)  When  a  committee  does  not  meet 
the  requirements  of  this  subpart,  the 
Food  and  Drug  Administration  shall  dis¬ 
regard  the  review  or  monitoring  of  any 
investigational  study  by  that  committee 
and  shall  require  any  sponsor  of  a  study 
that  would  be  reviewed  by  that  com¬ 
mittee  to  submit  a  complete  investiga¬ 
tional  plan  pursuant  to  {812.20(b)(6). 

§  812.62  Membership  of  an  institutional 
review  committee. 

(a)  An  institutional  review  committee 
shall  be  composed  of  not  less  than  five 
individuals  with  varying  backgrounds  to 
assure  complete  and  adequate  review  of 
the  investigational  study.  Such  commit¬ 
tee  shall  be  sufficiently  qualified  through 
the  maturity,  experience,  and  expertise 
of  its  members  and  diversity  of  its  mem¬ 
bership  to  ensure  respect  for  its  advice 
and  co^msel  for  safeguarding  the  rights 
and  safety  of  human  subjects  and  for 
assuring  that  a  proposed  investigational 
study  has  scientific  validity.  In  addition 
to  possessing  the  professional  compe¬ 
tence  necessary  to  review  scientific  ac¬ 
tivities,  such  committee  must  be  capable 
of  ascertaining  the  acceptability  of  an 
investigational  study  in  terms  of  insti¬ 
tutional  commitments  and  regulations, 
applicable  law,  standards  of  professional 
conduct  and  practice,  and  community 
attitudes.  Such  committee  shall  include, 
in  addition  to  persons  possessing  the 
professional  competence  necessary  to 
review  scientific  activities,  persons  whose 
primary  concerns  are  in  nonscientific 
areas,  e.g„  lawyers,  clergymen,  ethic  ists, 
social  scientists,  or  other  lay  persons.  No 
such  committee  shall  consist  entirely  of 
members  of  a  single  professional  group. 

(b)  The  records  of  a  committee  shall 
identify  each  member  by  name,  earned 
degrees,  portions  or  occupation,  repre¬ 
sentative  capacity,  and  other  pertinent 
indications  of  experience,  such  as  board 
certification  or  licenses,  sufficient  to  de¬ 
scribe  each  member's  chief  anticipated 
contributions  to  such  committee’s  delib¬ 
erations. 

(c)  No  committee  shall  consist  en¬ 
tirely  of  persons  who  are  officers,  em¬ 
ployees,  or  agents  of,  or  are  otherwise 
associated  with,  the  institution,  apart 
from  their  membership  cm  the  commit¬ 
tee.  The  employment  or  other  relation¬ 
ship  between  each  member  and  the  in¬ 
stitution,  e.g.,  full-time  employee,  part- 
time  employee,  member  of  governing 
panel  or  board,  paid  consultant,  or  un¬ 
paid  consultant,  shall  be  described  in  the 
records  of  the  committee. 

(d)  No  member  of  a  committee  shall 
participate  in  the  committee’s  review  or 
monitoring  of  an  investigational  study 
in  which  he  has  a  conflicting  interest  or 
of  any  study  involving  an  investigator  or 
sponsor  who  participated  in  his  selection 
for  the  committee,  except  to  provide  in¬ 
formation  requested  by  such  committee. 
No  investigator  or  sponsor  shall  partici¬ 
pate  in  the  selection  of  members  for  a 
committee  that  will  review  his  investi¬ 
gational  study.  The  employment  or 
other  relationship  between  each  member 


and  any  investigator  or  sponsor  of  any 
investigational  study  reviewed  and 
monitored  by  the  committee,  e.g.,  full- 
time  employee,  part-time  employee, 
member  of  governing  panel  or  board, 
paid  consultant,  or  unpaid  consultant, 
shall  be  described  in  the  records  of  the 
committee  with  a  statement  as  to  the 
extent  to  which  the  member  partici¬ 
pated  in  the  review  or  monitoring  of  the 
study. 

§  812.65  Procedures  for  review  and 
monitoring  of  investigational  studies 
by  an  institutional  review  committee. 

(a)  An  institutional  review  committee 
shall  adopt  and  follow  written  proce¬ 
dures  for  conducting  its  review  and  mon¬ 
itoring  of  investigational  studies  and 
for  reporting  its  findings  to  the  institu¬ 
tion,  the  sponsor,  and  the  investigator. 

(b)  A  committee  shall  conduct  busi¬ 
ness  by  a  quorum,  which  shall  be  de¬ 
fined  by  written  procedures  of  the  com¬ 
mittee.  In  no  event  shall  a  quorum  be 
less  than  either  a  majority  of  the  mem¬ 
bers  of  the  committee  or  3  members, 
whichever  is  greater.  In  addition,  no 
quorum  shall  be  constituted,  regardless 
of  the  number  of  members  present,  un¬ 
less  persons  of  at  least  two  diverse  back¬ 
grounds  are  present,  e.g.,  at  least  one 
scientist  and  one  nonscientist. 

(c)  A  committee  shall  monitor  an  in¬ 
vestigational  study  that  it  has  approved 
until  the  investigation  is  completed  or 
discontinued,  or  an  exemption  is  with¬ 
drawn.  Such  monitoring  shall  be  under¬ 
taken  at  intervals  appropriate  to  the  de¬ 
gree  of  risk,  but  not  exceeding  1  year,  to 
assure  that  the  investigational  study  is 
being  conducted  in  compliance  with  the 
requirements,  understandings,  and  rec¬ 
ommendations  of  the  committee  and 
with  the  requirements  of  this  part. 

§  812.66  Procedures  and  criteria  for  re¬ 
view  of  investigational  studies  by  an 
institutional  review  committee. 

(a)  Upon  receipt  of  the  proposed  in¬ 
vestigational  study,  including  an  inves¬ 
tigational  plan  and  a  report  of  prior  in¬ 
vestigations  of  the  device  from  the  spon¬ 
sor  or  investigator,  the  committee  will 
notify  the  sponsor  or  investigator  of  the 
date  of  such  receipt  and  inform  the 
sponsor  or  Investigator  that  the  study 
may  not  begin  until  such  time  as  the 
committee  notifies  the  sponsor  or  inves¬ 
tigator  that  the  study  has  been  ap¬ 
proved. 

(b)  If  the  committee  has  any  question 
regarding  the  proposed  Investigational 
study,  the  committee  may  request  the 
investigator  or  sponsor  to  submit  addi¬ 
tional  information  concerning  the  pro¬ 
posed  study. 

(c)  The  committee  shall  review  and 
approve,  conditionally  approve,  or  disap¬ 
prove  a  proposed  study  as  soon  as  possi¬ 
ble  after  receipt  thereof. 

(d)  The  committee  may  disapprove,  or 
withdraw  approval  of,  a  proposed  insti¬ 
tutional  study  for  any  reason  it  considers 
appropriate. 

(e)  The  committee  shall  disapprove  a 
proposed  study  if  it  finds  that: 

(1)  The  information  submitted  to  the 
committee  concerning  the  study  contains 


an  untrue  statement  of  a  material  fact 
or  omits  material  information  required 
by  this  part;  or 

(2)  Hie  report  of  prior  Investigations 
of  the  investigational  device  is  inade¬ 
quate  to  support  a  conclusion  that  It  is 
reasonably  safe  to  begin  the  proposed 
Investigational  study;  or 

(3)  There  is  reason  to  believe  that  the 
investigational  device  may  be  unsafe  or 
ineffective  when  used  for  the  purpose,  or 
in  the  manner,  for  which  it  is  to  be  in¬ 
vestigated;  or 

(4)  The  investigational  plan  is  not  a 
reasonable  plan,  in  whole  or  in  part,  for  a 
scientific  investigation  to  determine 
whether  the  investigational  device  is  safe 
or  effective;  or 

(5)  The  proposed  Investigational 
study  does  not  conform  to  procedures, 
conditions,  or  requirements  prescribed  in 
this  part. 

(f)  The  committee  shall  disapprove  a 
proposed  study  as  being  Inadequate  to 
justify  commencement  of  clinical  testing 
if  it  determines  that  the  proposed  investi¬ 
gational  study  subjects  human  subjects 
to  undue  risks.  In  assessing  risks,  the 
committee  shall  consider,  among  other 
things,  whether: 

(1)  The  risks  to  the  subject  are  so 
outweighed  by  the  sum  of  the  benefits 
to  the  subject  and  the  importance  of  the 
knowledge  to  be  gained  as  to  warrant  a 
decision  to  allow  the  subject  to  accept 
these  risks; 

(2)  The  rights  and  welfare  of  any  such 
subjects  will  be  adequately  protected; 

(3)  Legally  effective  Informed  consent 
will  be  obtained  by  adequate  and  appro¬ 
priate  methods  in  accordance  with  the 
provisions  of  this  part;  and 

(4)  The  conduct  of  the  activity  will  be 
reviewed  at  timely  intervals. 

(g)  The  committee  shall  notify  the 
sponsor  or  Investigator  who  submitted 
the  proposal  of  its  decision  on  the  pro¬ 
posed  study.  Notification  of  conditional 
approval  shall  contain  a  complete  state¬ 
ment  of  the  reasons  for  the  committee’s 
conditional  approval. 

§  812.70  Review  by  institution. 

Approval,  including  conditional  ap¬ 
proval,  by  an  institutional  review  com¬ 
mittee  may  be  subject  to  further  ap¬ 
propriate  review  and  approval  or  re¬ 
jection  by  institutional  officials,  but  dis¬ 
approval  by  the  committee  may  not  be 
overruled  by  such  officials. 

§  812.75  Records  of  an  institutional  re¬ 
view  committee. 

(a)  An  institutional  review  committee 
shall  prepare  and  maintain  adequate 
documentation  of  its  activities  regard¬ 
ing  each  investigational  study,  includ¬ 
ing  records  of  information  submitted 
to  the  committee  by  an  investigator  or 
by  a  sponsor.  Information  compiled  on 
committee  members  pursuant  to  9  812.- 
82,  minutes  of  committee  meetings  on 
substantive  issues  and  their  resolution, 
committee  decisions  on  studies,  and 
dated  reports  of  successive  reviews  as 
they  are  performed. 

(b)  A  committee  shall  retain  the  rec¬ 
ords  required  by  this  part  for  an  inves- 
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tigational  study  for  whichever  of  the 
following  periods  is  applicable: 

(1)  A  period  of  2  years  following  the 
date  on  which  the  Food  and  Drug  Ad¬ 
ministration  approves  the  marketing  of 
the  device  for  the  purposes  which  were 
the  subject  of  the  study; 

(2)  A  period  of  5  years  following  the 
date  on  which  the  results  of  the  study 
are  submitted  to  the  Food  and  Drug 
Administration  in  support  of  the  mar¬ 
keting  of  the  device  for  the  purposes 
which  were  the  subject  of  the  study;  or 

(3)  In  other  situations,  e.g.,  where 
the  investigational  study  does  not  re¬ 
sult  in  the  submission  of  the  results  of 
the  study  in  support  of  the  marketing 
of  the  device,  a  period  of  2  years  fol¬ 
lowing  the  date  on  which  the  entire 
investigational  study,  not  merely  an  in¬ 
vestigator’s  portion  of  a  study,  is  com¬ 
pleted  or  discontinued  or  the  exemption 
is  withdrawn  under  S  812.35. 

§  812.77  Inspection  of  institutional  re¬ 
view  committees. 

An  institutional  review  committee 
shall  permit  an  unauthorized  employee 
of  the  Food  and  Drug  Administration, 
at  reasonable  times  and  in  a  reasonable 
manner,  to  inspect  and  copy  records  re¬ 
quired  to  be  maintained  by  the  com¬ 
mittee  pursuant  to  S  812.75. 

§  812.79  Disqualification  of  an  institu¬ 
tional  review  committee. 

(а)  The  Director  of  the  Bureau  may 
determine  that  the  process  of  review  un¬ 
dertaken  by  an  institutional  review  com¬ 
mittee  is  Inadequate  ii  he  finds  that: 

(1)  The  membership  of  a  committee 
was  composed  in  violation  of  the  require¬ 
ments  of  S  812.62. 

(2)  A  member  of  the  committee  partic¬ 
ipated  In  the  committee’s  review  or 
monitoring  of  an  investigational  study 
In  which  he  had  a  conflicting  interest,  or 
of  any  study  Involving  an  investigator  or 
sponsor  who  participated  in  his  selection 
for  the  committee,  in  violation  of  the 
requirements  of  S  812.62. 

(3)  The  committee  failed  to  adopt 
written  procedures  for  conducting  busi¬ 
ness  or  for  conducting  its  review  and 
monitoring  of  investigational  studies 
and  for  reporting  its  findings  to  the  in¬ 
stitution,  the  sponsor,  and  the  investi¬ 
gator  or  failed  to  follow  such  proce¬ 
dures,  once  adopted,  in  violation  of  the 
requirements  of  8  812.65. 

(4)  The  committee  failed  to  monitor 
until  completion  or  discontinuance  of, 
or  withdrawal  of  an  exemption  for,  an 
investigational  study  which  it  had  ap¬ 
proved,  in  violation  of  the  requirements 
of  8  812.65. 

(5)  The  committee  approved  a  pro¬ 
posed  investigational  study,  in  violation 
of  the  requirements  of  8  812.66. 

(б)  The  committee  failed  either  delib¬ 
erately  or  through  negligence  to  main¬ 
tain  adequately  or  accurately,  or  to  re¬ 
tain,  any  of  the  records  required  to  be 
maintained  or  retained  by  this  part  with 
the  result  that  the  validity  of  the  In¬ 
vestigational  study  and/or  the  rights  or 
safety  of  human  subjects  were  affected 
adversely  to  a  significant  extent  or  that 


the  study  could  not  be  audited  ade¬ 
quately. 

(7)  The  committee  refused  to  permit 
an  inspection  of  records,  in  violation  of 
the  requirements  of  8  812.77. 

(b)  Whenever  the  officer  in  the  Bu¬ 
reau,  other  than  the  Bureau  Director, 
who  has  direct  responsibility  for  moni¬ 
toring  the  conduct  of  investigational 
studies  has  information  indicating  that 
grounds  exist  under  paragraph  (a)  of 
this  section  which  in  his  opinion  justify 
disqualification  of  a  committee,  he  shall 
issue  to  the  committee  a  written  no¬ 
tice  (including  a  statement  of  the  in¬ 
formation  indicating  that  grounds  exist 
which  in  his  opinion  justify  disqualifica¬ 
tion)  proposing  that  the  committee  be 
disqualified  by  the  Director  of  the  Bu¬ 
reau  from  reviewing  or  monitoring  in¬ 
vestigational  studies. 

(c)  A  hearing  on  the  disqualification 
of  a  committee  shall  be  conducted  in  ac¬ 
cordance  with  the  requirements  for  a 
regulatory  hearing  set  forth  in  Subpart 
F  of  Part  2  of  this  chapter. 

(d)  If,  after  the  regulatory  hearing 
or  after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made, 
the  Director  of  the  Bureau  determines, 
after  evaluating  the  administrative  rec¬ 
ord,  that  the  committee  is  responsible 
for  any  of  the  acts  or  omissions  specified 
in  the  notice  issued  pursuant  to  para¬ 
graph  (b)  of  this  section  and  has  failed 
to  furnish  an  adequate  explanation  for 
such  acts  pr  omissions,  he  shall  issue  a 
final  order  disqualifying  the  committee 
from  reviewing  or  monitoring  any  inves¬ 
tigational  study.  Such  order  shall  Include 
a  statement  of  the  basis  for  that  deter¬ 
mination.  Upon  Issuing  a  final  order  dis¬ 
qualifying  the  committee,  the  Director  of 
the  Bureau  shall  notify,  with  a  copy  of 
the  order,  the  Institution  that  established 
the  committee,  the  Investigator  and  the 
sponsor  of  each  Investigational  study 
which  the  disqualified  committee  Is  re¬ 
viewing  or  monitoring.  If ,  after  a  regu¬ 
latory  hearing  or  after  the  time  for  re¬ 
questing  a  hearing  expires  without  a  re¬ 
quest  being  made,  the  Director  of  the 
Bureau  determines,  after  evaluating  the 
administrative  record  of  the  disqualifi¬ 
cation  proceeeding,  that  the  committee 
is  not  responsible  for  any  of  the  acts  or 
omissions  specified  in  the  notice  issued 
pursuant  to  paragraph  (a)  of  this  sec¬ 
tion,  or  is  so  responsible  but  has  fur¬ 
nished  an  adequate  explanation  for  such 
acts  or  omissions,  he  shall  Issue  a  final 
order  terminating  the  disqualification 
proceeding.  Such  order  shall  Include  a 
statement  of  the  basis  for  that  deter¬ 
mination.  Upon  Issuing  a  final  order 
terminating  the  proceeding,  the  Director 
of  the  Bureau  shall  notify,  with  a  copy 
of  the  order,  the  committee  and  the 
officer  in  the  Bureau  who  proposed  dis¬ 
qualification. 

(e)  Once  a  committee  has  been  dis¬ 
qualified.  each  investigational  study  un¬ 
der  the  review  or  monitoring  of  the  com¬ 
mittee  shall  be  suspended  until  reviewed 
and  approved  by  the  Food  and  Drug  Ad¬ 
ministration  or  by  another  institutional 
review  committee  that  meets  the  require¬ 
ments  of  this  subpart.  A  determination 
that  a  committee  has  been  disqualified 


and  the  administrative  record  regarding 
such  determination  are  disclosable  to 
the  public  under  Part  4  of  this  chapter. 

(f)  A  committee  which  has  been  dis¬ 
qualified  may  be  reinstated  as  eligible 
to  review  and  monitor  Investigational 
studies  if  the  Director  of  the  Bureau 
finds  that  the  committee  can  adequately 
assure  that  it  will  conduct  such  review 
and  monitoring  in  compliance  with  the 
conditions  set  forth  in  this  subpart.  A 
disqualified  committee  which  wishes  to 
be  so  reinstated  shall  present  in  writing 
to  the  Director  of  the  Bureau  reasons 
why  it  believes  it  should  be  reinstated 
and  the  corrective  actions  it  has  taken 
or  intends  to  take  to  assure  that  the 
acts  or  omissions  which  led  to  its  disqual¬ 
ification  will  not  recur.  If  a  committee 
is  reinstated,  the  Director  of  the  Bureau 
shall  so  notify  the  committee,  the  insti¬ 
tution  that  established  the  committee, 
the  investigator  and  the  sponsor  of  each 
investigational  study  which  the  commit¬ 
tee  was  reviewing  or  monitoring  at  the 
time  of  its  disqualification.  A  determina¬ 
tion  that  a  committee  has  been  rein¬ 
stated  is  disclosable  to  the  public  under 
Part  4  of  this  chapter. 

(g)  Disqualification  of  a  committee 
under  this  section  is  independent  of,  and 
neither  in  lieu  of  nor  a  precondition  to, 
othe  proceedings  or  actions  authorized 
by  the  act.  The  Food  and  Drug  Admin¬ 
istration  may  also  refer  pertinent  mat¬ 
ters  to  another  Federal,  state,  or  local 
law  enforcement  or  regulatory  agency 
for  such  action  as  that  agency  deems 
appropriate. 

Subpart  E — Investigator  Responsibilities  in 

Investigational  Studies  Involving  Human 

Subjects 

S  812.101  Review  of  investigational 
study  by  the  Food  and  Drug  Admin¬ 
istration. 

(a)  An  investigator  shall  ascertain 
that  the  sponsor  has  submitted  for  review 
and  approval  by  the  Food  and  Drug  Ad¬ 
ministration  the  application  required  in 
8  812.20  before  any  human  subjects  are 
allowed  to  participate,  or  requested  to 
consent  to  participation,  in  the  investi¬ 
gational  study. 

(b)  An  investigator  shall  not  allow 
human  subjects  to  participate,  or  request 
their  consent  to  participation,  in  an  in¬ 
vestigational  study  until  such  time  as  an 
Investigational  device  exemption  has 
been  obtained  from  the  Food  and  Drug 
Administration  pursuant  to  Subpart  B  of 
this  part. 

§  812.103  Review  of  investigations) 
study  by  institutional  review  commit¬ 
tee. 

For  any  investigational  study  that  is 
subject  to  an  institutional  review  re¬ 
quirement  under  8  812.60: 

(a)  An  investigator  shall  not  allow  hu¬ 
man  subjects  to  participate,  or  request 
their  consent  to  participate,  in  an  in¬ 
vestigational  study  until  the  committee 
has  approved  the  study. 

(b)  An  investigator  shall  not  imple¬ 
ment  a  change  in,  or  deviate  from,  the 
Investigational  plan  until  he  has  com¬ 
plied  with  the  requirements  of  8  812.105. 
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(c)  An  Investigator  shall  notify  the 
committee  of  any  adverse  effect  that  may 
reasonably  be  regarded  as  caused,  or 
probably  caused,  by  the  Investigational 
device  and  that  was  not  previously  antic¬ 
ipated  (in  nature,  severity,  or  degree  of 
Incidence)  in  the  written  information  re¬ 
garding  the  device  submitted  to  the  In¬ 
vestigator  by  the  sponsor.  An  Investi¬ 
gator  also  shall  report  to  the  committee 
any  known  deaths  of  subjects  and  any 
life-threatening  medical  problems  occur¬ 
ring  in  the  study.  Such  reports  shall  be 
accurate  and  adequate  In  content  and 
shall  be  made  as  soon  as  possible,  but  In 
no  event  later  than  5  working  days,  after 
the  Investigator  discovers  the  adverse 
effect,  death,  or  medical  problem,  or  is 
notified  of  them  by  the  sponsor,  e.g., 
when  uncovered  by  another  investigator 
or  In  an  animal  study. 

(d)  An  investigator  shall  notify  the 
committee  within  3  months  after  com¬ 
pletion  or  discontinuance  of,  or  the  with¬ 
drawal  of  the  exemption  for,  the  entire 
Investigational  study  or  of  his  portion  of 
the  study,  whichever  occurs  first. 

(e)  An  Investigator  shall  provide  ac¬ 
curate  and  adequate  information  regard¬ 
ing  the  investigational  study  to  the  com¬ 
mittee  in  response  to  Its  request. 

(f)  An  Investigator  shall  maintain 
records  of  all  submissions  to,  and  all  ac¬ 
tions  by,  the  committee  regarding  the 
study. 

S  812.1  OS  Conformity  to  investigational 
plan. 

(a)  Whenever  the  sponsor  or  any  In¬ 
vestigator  participating  in  an  investiga¬ 
tional  study  wishes  to  implement  a 
change  in,  or  deviation  from,  the  investi¬ 
gational  plan  submitted  to  any  investiga¬ 
tional  review  committee  or  the  Pood  and 
Drug  Administration,  which  change  or 
deviation  may  affect  the  validity  of  the 
study  or  the  rights  or  safety  of  the  hu¬ 
man  subjects  under  the  criteria  In 
1812.39(b)(3),  the  Investigator  shall 
submit  or  assure  that  the  sponsor  sub¬ 
mits  the  proposed  change  or  deviation  to 
such  committee  for  review  and  written 
approval  and  shall  submit  or  assure  that 
the  sponsor  submits  a  supplemental  ap¬ 
plication  to  the  Pood  and  Drug  Admin¬ 
istration  In  accordance  with  9  812.39(b) . 
Except  as  provided  In  paragraph  (b)  of 
this  section,  the  committee’s  review  and 
approval  shall  be  obtained  and  the  ap¬ 
plication  submitted  to  the  Pood  and  Drug 
Administration  before  the  change  or 
deviation  Is  Implemented,  and  the  In¬ 
vestigator  shall  not  permit  the  change  or 
deviation  to  be  implemented  unless  and 
until  the  change  or  deviation  Is  approved 
by  the  committee  and  the  supplemental 
application  Is  approved  or  deemed  ap¬ 
proved  by  the  Pood  and  Drug  Adminis¬ 
tration  under  9  812.30(c) . 

(b)  When  a  change  in  or  deviation 
from  the  Investigational  plan  Is  neces¬ 
sary  to  eliminate  or  reduce  an  apparent 
Immediate  hazard  to  the  safety  of  a  hu¬ 
man  subject  who  Is  already  participating 
in  the  investigational  study,  the  sponsor 
or  Investigator  la  not  required  to  comply 
with  the  prior  approval  requirements  of 
paragraph  (a)  of  this  section.  The  lnves- 
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tigator  shall  instead  notify  the  sponsor 
who  shall  notify  the  Food  and  Drug  Ad¬ 
ministration  of  the  change  or  deviation 
and  the  justification  therefor  as  soon  as 
possible  but  in  no  event  later  than  5  days 
after  such  change  or  deviation  is 
implemented. 

§  812.107  Control  over  the  investiga¬ 
tional  device. 

(a)  An  investigator  shall  only  permit 
an  investigational  device  to  be  used  for 
administration  to,  or  use  involving,  sub¬ 
jects  who  are  under  his  personal  super¬ 
vision  or  under  the  supervision  of  another 
investigator  who  Is  responsible  to  him 
and  who  Is  named  by  the  Investigator  in 
his  signed  statement  undertaking  the  ob¬ 
ligations  of  an  investigator  or  sponsor- 
investigator.  An  investigator  shall  not 
supply  the  Investigational  device  to  any 
other  person  for  administration  to,  or 
use  involving,  subjects  or  for  any  other 
purpose,  without  the  prior  authorization 
of  the  sponsor. 

(b)  An  investigator  shall  return  to  the 
sponsor  any  unused  supply  of  the  investi¬ 
gational  device,  or  otherwise  dispose  of 
the  device  as  directed  by  the  Sponsor, 
upon  request  of  the  sponsor,  e.g.,  upon 
completion  or  discontinuance  of,  or  with¬ 
drawal  of  the  exemption  for,  the  Investi¬ 
gational  study. 

(c)  An  investigator  shall  maintain 
adequate  and  accurate  records  showing 
the  receipt  and  disposition  of  all  supplies 
of  all  Investigational  devices  shipped  to 
him  by  the  sponsor.  Including  the  dates, 
the  quantity  and  the  serial,  batch,  lot  or 
other  Identification  number  of  the  units 
received,  each  unit  administered  or  used. 
Including  identification  by  name  of  the 
person  who  administered  or  used  the  de¬ 
vice  and  the  identification  by  code  of  the 
subject  who  received  It  or  upon  whom  it 
was  used,  and  each  unit  otherwise  dis¬ 
posed  of  (including  identification  of  the 
person  who  disposed  of  it,  the  person,  if 
any,  who  received  it,  and  the  purpose  or 
reason  for  its  disposal,  e.g.,  contamina¬ 
tion  or  return  to  the  sponsor) .  The  rec¬ 
ords  required  in  this  paragraph  are 
separate  from,  and  in  addition  to.  the 
records  required  for  individual  subjects 
in  9  812.111. 

§  812.111  Records  regarding  subjects. 

An  investigator  shall  maintain  an  ade¬ 
quate  and  accurate  case  report  on  each 
subject,  which  shall  include  the 
following: 

(a)  All  relevant  observations,  infor¬ 
mation,  and  data  on  the  condition  of 
the  subject  at  the  time  the  subject  enters 
into  the  study,  including  information  re¬ 
garding  any  relevant  previous  medical 
history  and  the  results  of  all  diagnostic 
tests  performed  to  determine  that  the 
subject  is  appropriate  for  entry  into  the 
study. 

(b)  Any  documentation  regarding  the 
consent  of  the  human  subject  required 
under  Subpart  F  of  this  part. 

(c)  A  record  of  the  exposure  of  the 
subject  to  the  investigational  device  and 
to  any  concomitantly  or  concurrently 
administered  therapy,  including  the  date 
(and  time,  if  relevant)  of  each  adminis¬ 
tration,  or  use,  of  the  device  and  any 
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other  therapy  and  the  quantity  or  dose 
administered,  if  relevant. 

(d)  All  relevant  observations  and  data 
on  the  condition  of  the  subject  through¬ 
out  the  duration  of  his  participation  in 
the  study.  Including  the  results  of  all 
laboratory  tests  performed  and  the  ap¬ 
pearance  of  factors  which  might  alter 
the  effects  of  the  investigational  device, 
e.g„  development  of  a  clearly  unrelated 
illness. 

§  812.112  Reports  to  sponsor. 

(a)  An  Investigator  shall  make  accu¬ 
rate  and  adequate  reports  to  the  sponsor 
on  the  progress  of  the  investigational 
study  at  appropriate  intervals  not  exceed¬ 
ing  1  year. 

(b)  An  Investigator  shall  make  an 
accurate  and  adequate  final  report  to  the 
sponsor  within  3  months  after  the  com¬ 
pletion  or  discontinuance  of,  or  with¬ 
drawal  of  the  exemption  for,  the  investi¬ 
gational  study  or  of  his  portion  of  the 
study,  whichever  occurs  first.  This  report 
shall  include  all  reports  not  provided  to 
the  sponsor  in  reports  submitted  pursu¬ 
ant  to  paragraphs  (a)  or  (c)  of  this 
section. 

(c)  An  investigator  shall  report  to  the 
sponsor  any  adverse  effect  that  may  rea¬ 
sonably  be  regarded  as  caused,  or  prob¬ 
ably  caused,  by  the  Investigational  device 
and  that  was  not  previously  anticipated 
(in  nature,  severity,  or  degree  of  Inci¬ 
dence)  in  written  information  regarding 
the  device  submitted  to  the  investigator 
by  the  sponsor.  An  investigator  also  shall 
report  to  the  sponsor  any  known  deaths 
of  subjects  and  any  life-threatening 
medical  problems  occurring  in  the  study. 
Such  reports  shall  be  accurate  and  ade¬ 
quate  in  content  and  shall  be  made  as 
soon  as  possible,,  but  in  no  event  later 
than  5  working  days,  after  the  investi¬ 
gator  discovers  the  adverse  effect,  death, 
or  medical  problem. 

(d)  An  investigator  shall  retain  a  copy 
of  each  report  he  submits  to  the  sponsor 
under  this  section. 

§  812.114  Retention  of  records. 

(a)  An  investigator  shall  maintain  the 
records  required  In  this  subpart  and 
Subpart  F  for  whichever  of  the  following 
periods  applies: 

(1) A  period  of  2  years  following  the 
date  on  which  the  Food  and  Drug  Ad¬ 
ministration  approves  the  marketing  of 
the  device  for  the  purposes  which  were 
the  subject  of  the  study; 

(2)  A  period  of  5  years  following  the 
date  on  which  the  results  of  the  study 
are  submitted  to  the  Food  and  Drug  Ad¬ 
ministration  in  support  of  the  marketing 
of  the  device  for  the  purposes  which  werg 
the  subject  of  the  study;  or 

(3)  In  other  situations,  e.g.,  where  the 
Investigational  study  does  not  result  in 
the  submission  of  the  results  of  the  study 
in  support  of  the  marketing  of  the  de¬ 
vice,  a  period  of  2  yean  following  the 
date  on  which  the  entire  Investigational 
study  (not  merely  an  investigator's  por¬ 
tion  of  a  study)  Is  completed  or  discon¬ 
tinued  or  the  exemption  is  withdrawn 
under  9  812.35. 

(b)  In  the  event  the  investigator  re¬ 
tires,  relocates,  or  for  any  other  reason 
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chooses  to  withdraw  from  the  respon¬ 
sibility  for  maintaining  records  for  the 
period  of  time  required  by  paragraph  (a) 
of  this  section,  he  may  transfer  custody 
to  any  other  person  who  will  accept  re¬ 
sponsibility  for  the  records,  e.g.t  the 
sponsor,  the  institution,  the  committee, 
or  another  Investigator.  Notice  of  such 
transfer  shall  be  given  In  writing  to  the 
sponsor  and  the  committee. 

§  812.115  Inspection  of  facilities,  rec¬ 
ords,  and  reports  and  requests  for 
records  and  reports. 

(a)  An  investigator  shall  permit  an 
authorized  employee  of  the  Pood  and 
Drug  Administration  or  of  the  sponsor, 
or  a  representative  of  the  committee,  at 
reasonable  times  and  in  a  reasonable 
manner,  to  inspect  the  facilities  used  by 
the  investigator  for  the  study,  and  to  in¬ 
spect  and  copy  (after  deletion  of  the 
name  and  other  information  which  might 
identify  the  human  subject)  records  and 
reports  made  by  the  investigator  during 
the  study. 

(b)  An  investigator  shall  permit  an 
authorized  employee  of  the  Pood  and 
Drug  Administration  to  copy  records 
which  identify  the  names  of  human  sub¬ 
jects,  upon  notice  that  the  Food  and 
Drug  Administration  has  reason  to  be¬ 
lieve  that  the  consent  of  human  subjects 
was  not  obtained,  that  the  reports  sub¬ 
mitted  by  the  investigator  to  the  sponsor, 
or  to  the  institutional  review  commitee, 
do  not  represent  actual  cases  or  actual 
results  obtained,  or  that  such  reports  or 
other  required  records  appear  to  be 
otherwise  false  or  misleading. 

§  812.119  Disqualification  of  investiga¬ 
tors. 

(a)  The  Director  of  the  Bureau  may 
disqualify  an  investigator  from  receiving 
any  investigational  device  if  he  makes 
any  of  the  following  findings: 

(1)  The  investigator  allowed  human 
subjects  to  participate  in  the  investiga¬ 
tional  study  and/or  requested  their  con¬ 
sent  to  so  participate  before  an.  investi¬ 
gational  device  exemption  was  obtained 
from  the  Pood  and  Drug  Administration, 
as  required  in  §  812.101,  or  the  investiga¬ 
tional  study  had  been  reviewed  and  ap¬ 
proved  by  any  institutional  review  com¬ 
mittee,  as  required  in  §  812.103(a). 

(2)  The  investigator  implemented  a 
change  in,  or  deviation  from,  the  investi¬ 
gational  plan,  which  adversely  affected 
the  validity  of  the  investigational  study 
and/or  the  rights  or  safety  of  the  human 
subjects,  without  complying  with 
{  812.10.5. 

(3)  The  investigator  violated  the 
rights  of  human  subjects  in  obtaining 
their  consent  to  participate  in  the  in¬ 
vestigational  study,  when  such  con¬ 
sent  is  required  under  Subpart  F  in  any 
of  the  following  ways: 

(i)  The  investigator  failed  to  obtain 
the  written  consent  of  the  human  sub¬ 
ject  or  the  subject’s  representative  as  re¬ 
quired  in  {  812.120  or,  where  such  writ¬ 
ten  consent  is  not  required  under 
|  812.123,  the  Investigator  failed  to  com¬ 
ply  with  the  requirements  of  S  812.123. 

(li)  The  investigator  failed  to  pro¬ 
vide  information  regarding  the  investi¬ 


gational  study  as  required  in  §  812.130 
(a). 

(ill)  The  investigator  used  a  form  to 
document  consent  which  contained  ex¬ 
culpatory  langauge  prohibited  by 
5  812.130(b). 

(iv)  The  investigator  used  a  form  to 
document  consent  which  was  not  ap¬ 
proved  by  the  institutional  review  com¬ 
mittee,  as  required  in  §  812.130(c). 

(4)  The  investigator  permitted  the  in¬ 
vestigational  device  to  be  administered 
to,  or  used  involving,  subjects  who  were 
not  under  his  personal  supervision  or 
under  the  supervision  of  another  inves¬ 
tigator  who  was  responsible  to  him  and 
who  was  named  by  the  investigator  in 
his  signed  statement  undertaking  the 
obligations  of  an  investigator,  as  pro¬ 
hibited  in  §  812.107(a). 

(5)  The  Investigator  supplied  the  in¬ 
vestigational  device  to  a  person  other 
than  a  subject  or  another  investigator 
responsible  to  him,  for  admininstration 
to,  or  use  involving,  subjects  or  for  any 
other  purpose  without  the  prior  authori¬ 
zation  of  the  sponsor,  as  prohibited  in 
§  812.107(a). 

(6)  The  investigator  failed  to  return 
to  the  sponsor  or  dispose  of  the  unused 
supply  of  the  investigational  device  as 
requested  to  do  so  by  the  sponsor,  as  re¬ 
quired  in  §  812.107(b). 

(7)  The  investigator  failed  either  de¬ 
liberately  or  through  negligence  to 
maintain  adequately  or  accurately,  or  to 
retain,  any  of  the  following  records  with 
the  result  that  the  validity  of  the  in¬ 
vestigational  study  and/or  the  rights  or 
safety  of  the  human  subjects  were  af¬ 
fected  adversely  to  a  significant  extent, 
or  that  the  study  could  not  be  audited 
adequately: 

(i)  Records  showing  the  receipt  and 
disposition  of  all  supplies  of  the  investi¬ 
gational  device,  as  required  in  §  812.107 

(c); 

(ii)  Records  of  all  submissions  to,  and 
all  actions  by,  the  Institutional  review 
committee,  as  required  in  S  812.103(f) ; 
or 

(ill)  Records  regarding  subjects,  in¬ 
cluding  case  reports,  as  required  in 
5  812.111. 

(8)  The  investigator  failed  either  de¬ 
liberately  or  through  negligence  to  make 
any  of  the  following  reports  to  the 
sponsor  or  the  Committee  within  the 
time  limit  allowed: 

(1)  An  accurate  and  adequate  re¬ 
sponse  to  a  request  for  information  from 
the  institutional  review  committee,  as 
required  in  5  812.103(e) ; 

(ii)  An  accurate  and  adequate  report 
on  the  progress  of  the  investigational 
study  within  1  year  of  the  last  previous 
report,  as  required  in  5  812.112(a) ; 

(ill)  An  accurate  and  adequate  final 
report  within  3  months  after  the  comple¬ 
tion  or  discontinuance  of,  or  withdrawal 
of  an  exemption  for,  the  investigational 
study,  as  required  in  55  812.103(d)  and 
812.112(b); 

(lv>  An  accurate  and  adequate  re¬ 
port  of  an  adverse  effect  that  was  rea¬ 
sonably  regarded  as  caused,  or  probably 
caused,  by  the  investigational  device  and 
was  not  previously  anticipated  (in  na¬ 


ture,  severity,  or  degree  of  incidence)  in 
the  written  information  regarding  the 
device  submitted  to  the  investigator,  as 
required  in  55  812.103(c)  and  812.112(c) ; 

(v)  An  accurate  and  adequate  report 
of  any  known  death  of  a  subject  or  of 
any  life-threatening  medical  problem 
occurring  in  the  study,  as  required  in 
55  812.103(c)  and  812.112(c); 

(9)  The  investigator  refused  to  permit 
an  inspection  of  facilities  used  in  the 
investigational  study  or  an  inspection 
and  copying  of  records  and  reports  made 
during  the  study,  by  an  authorized  repre¬ 
sentative  of  the  Pood  and  Drug  Adminis¬ 
tration,  the  sponsor  or  the  committee,  as 
required  in  §  812.115(a) . 

(10)  The  investigator  refused  to  permit 
the  copying  of  records  identifying  the 
names  of  human  subjects  by  an  author¬ 
ized  employee  of  the  Food  and  Drug  Ad¬ 
ministration,  as  required  in  §  812.115(b) . 

(11)  The  investigator  falsified  any 
record  or  report,  or  deliberately  withheld 
any  report,  required  in  this  subpart. 

(b)  Whenever  the  officer  in  the  Bureau, 
other  than  the  Bureau  Director,  who  has 
responsibility  for  monitoring  the  conduct 
of  investigational  studies  has  information 
indicating  that  grounds  exist  under  para¬ 
graph  (a)  of  this  section,  which  in  his 
opinion  justify  disqualification  of  an  In¬ 
vestigator,  he  shall  issue  to  the  investi¬ 
gator  a  written  notice  proposing  that  the 
investigator  be  disqualified  by  the  Direc¬ 
tor  of  the  Bureau  from  receiving  investi¬ 
gational  devices. 

(c)  A  hearing  on  the  disqualification 
of  an  investigator  shall  be  conducted  in 
accordance  with  the  requirements  for  a 
regulatory  hearing  set  forth  in  Subpart 
P  of  Part  2  of  this  chapter. 

(d)  If,  after  the  regulatory  hearing  or 
after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made, 
the  Director  of  the  Bureau  determines, 
after  evaluating  the  administrative 
record  of  the  disqualification  proceeding, 
that  the  Investigator  is  responsible  for 
any  Of  the  acts  or  omissions  specified  in 
the  notice  issued  pursuant  to  paragraph 
(b)  of  this  section  and  has  failed  to  fur¬ 
nish  an  adequate  explanation  for  such 
acts  or  omissions,  he  shall  issue  a  final 
order  disqualifying  the  investigator  from 
receiving  any  investigational  device. 
Such  order  shall  include  a  statement  of 
the  basis  for  that  determination.  Upon 
Issuing  a  final  order  disqualifying  the  in¬ 
vestigator  from  receiving  investigational 
devices,  the  Director  of  the  Bureau  shall 
notify  (with  a  copy  of  the  order)  the  in¬ 
vestigator  and  the  sponsor(s)  of,  and  the 
committees  responsible  for  review  and 
monitoring  of,  each  investigational  study 
in  which  the  disqualified  investigator  is 
participating.  If,  after  a  regulatory  hear¬ 
ing  or  after  the  time  for  requesting  a 
hearing  expires  without  a  request  being 
made,  the  Director  of  the  Bureau  deter¬ 
mines,  after  evaluating  the  administra¬ 
tive  record  of  the  disqualification  pro¬ 
ceeding,  that  the  investigator  is  not  re¬ 
sponsible  for  any  of  the  acts  or  omis¬ 
sions  specified  in  the  notice  issued  pur¬ 
suant  to  paragraph  (b>  of  this  section, 
or  is  so  responsible  but  has  furnished 
an  adequate  explanation  for  such  acta 
or  omissions,  he  shall  issue  a  final  order 
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terminating  the  disqualification  pro¬ 
ceeding.  Such  order  shall  Include  a  state¬ 
ment  of  the  basis  for  that  determination. 
Upon  issuing  a  final  order  terminating 
the  proceeding,  the  Director  of  the  Bu¬ 
reau  shall  notify  (with  a  copy  of  the 
order)  the  investigator  and  the  officer 
in  the  Bureau  who  proposed  disqualifica¬ 
tion.  In  addition,  if  the  officer  had  noti¬ 
fied  the  sponsor  of  any  investigational 
study  in  which  the  investigator  was  par¬ 
ticipating  of  the  proposed  disqualifica¬ 
tion  (as  provided  in  paragraph  (g)  (2)  of 
this  section) ,  the  Director  of  the  Bureau 
also  shall  notify  (with  a  copy  of  the 
order)  that  sponsor  of  the  termination  of 
the  disqualification  proceeding. 

(e)  (1)  Upon  issuance  of  a  final  order 
disqualifying  an  Investigator  under  par¬ 
agraph  (d)  of  this  section,  the  Director 
of  the  Bureau  may  notify  any  other  per¬ 
son  known  by  the  Director  to  have  pro¬ 
fessional  relations  with  the  investigator, 
eg.,  other  Federal  Government  depart¬ 
ments  or  agencies  that  support  research 
possibly  involving  the  Investigator,  State 
and  local  medical  licensing  boards  and 
societies  where  the  investigator  practices 
or  is  licensed,  and  administrators  and 
Institutional  or  peer  review  committees 
in  universities,  hospitals,  and  other  in¬ 
stitutions  in  which  the  investigator 
teaches  or  practices,  that  the  investiga¬ 
tor  has  been  disqualified  from  receiving 
Investigational  devices  regulated  by  the 
Food  and  Drug  Administration.  Such  no¬ 
tice  may  be  given  in  the  discretion  of  the 
Director  of  the  Bureau  whenever  he  be¬ 
lieves  that  such  disclosure  would  further 
the  public  interest  or  would  promote 
compliance  with  the  law.  Such  notice,  if 
given,  shall  include  a  copy  of  the  final 
order  issued  under  paragraph  (d)  of  this 
section  and  shall  state  that  the  disquali¬ 
fication  constitutes  a  determination  by 
the  Food  and  Drug  Administration  that 
the  investigator  is  not  eligible  to  receive 
Investigational  devices,  that  notice  of 
this  ineligibility  is  given  because  of  the 
professional  relations  between  the  inves¬ 
tigator  and  the  person  notified,  and  that 
the  Food  and  Drug  Administration  is  not 
advising  or  recommending  that  any  ac¬ 
tion  be  taken  by  the  person  notified. 

(2)  Once  an  investigator  has  been 
disqualified,  each  exemption  for  investi¬ 
gational  use  of  a  medical  device,  applica¬ 
tion  for  premarket  approval  of  a  medi¬ 
cal  device,  or  product  development 
protocol  for  a  medical  device,  whether 
approved  or  not,  containing  or  relying 
upon  data  reported  by  the  investigator, 
may  be  examined  to  determine  whether 
the  data  were  essential  to  the  decision  to 
approve  the  application  or  protocol  or 
authorize  the  exemption.  If  it  Is  deter¬ 
mined  that  the  data  were  essential,  the 
Food  and  Drug  Administration  shall  also 
determine  whether  the  data  are  reliable ; 
this  may  Include  requiring  the  person 
relying  upon  the  data  to  submit  validat¬ 
ing  information.  If  the  data  are  deter¬ 
mined  to  be  unreliable,  such  data  will  be 
eliminated  from  consideration  in  support 
of  the  application,  protocol,  or  exemp¬ 
tion,  and  such  elimination  may  serve  as 
new  information  justifying  the  with¬ 


drawal  of  approval  of  the  exemption,  ap¬ 
plication  or  protocol. 

(3)  A  determination  that  an  investi¬ 
gator  has  been  disqualified  and  the  ad¬ 
ministrative  record  regarding  such  de¬ 
termination  are  dlsclosable  to  the  public 
under  Part  4  of  this  chapter. 

(f )  An  investigator  who  has  been  dis¬ 
qualified  may  be  reinstated  as  eligible  to 
receive  investigational  devices  in  con¬ 
junction  with  a  specific  Investigational 
study  if  the  Director  of  the  Bureau  de¬ 
termines  that  participation  of  the  in¬ 
vestigator  is  important  to  the  study  and 
that  the  Investigator  can  adequately  as¬ 
sure  that  he  will  conduct  such  study  in 
compliance  with  the  obligations  of  in¬ 
vestigators  set  forth  in  this  subpart.  A 
disqualified  investigator  who  wishes  to 
be  so  reinstated  shall  present  in  writing 
to  the  Director  of  the  Bureau  reasons 
why  he  believes  he  should  be  reinstated 
and  the  corrective  actions  he  has  taken 
or  intends  to  take  to  assure  that  the  acts 
or  omissions  which  led  to  his  disqualifi¬ 
cation  will  not  recur.  The  Director  of  the 
Bureau  shall  consult  with  other  Bureaus 
of  the  Food  and  Drug  Administration 
which  regulate  research  before  deciding 
whether  to  reinstate  the  Investigator.  No 
disqualified  investigator  shall  be  re¬ 
instated  outside  of  the  context  of  a  spe¬ 
cific  investigational  study.  If  an  investi¬ 
gator  is  reinstated,  the  Director  of  the 
Bureau  shall  so  notify  the  investigator, 
and  all  persons  who  were  notified  (under 
paragraphs  (d)  and  (e)  (1)  of  this  sec¬ 
tion)  of  the  investigator’s  previous  dis¬ 
qualification.  A  determination  that  an 
investigate^  has  been  reinstated  is  dls¬ 
closable  to  the  public  under  Part  4  of 
this  chapter. 

(g) (1)  Disqualification  of  an  investi¬ 
gator  under  this  section  is  independent 
of,  and  neither  in  lieu  of  nor  a  precondi¬ 
tion  to,  other  proceedings  or  actions  au¬ 
thorized  by  the  act.  The  Food  and  Drug 
Administration  may,  at  any  time,  insti¬ 
tute  against  an  investigator  any  appro¬ 
priate  judicial  proceeding,  civU  or 
criminal,  and  any  other  appropriate  reg¬ 
ulatory  action,  in  addition  to  or  in  lieu 
of,  and  prior  to,  simultaneously  with,  or 
subsequent  to,  disqualification.  The  Food 
and  Drug  Administration  may  also  refer 
the  matter  to  another  Federal,  state,  or 
local  law  enforcement  or  regulatory 
agency  for  such  action  as  that  agency 
deems  appropriate. 

(2)  When  the  officer  of  the  Bureau, 
other  than  the  Bureau  Director,  who  has 
direct  responsibility  for  monitoring  the 
conduct  of  investigational  studies  has 
reason  to  believe  that  an  investigator 
may  be  subject  to  disqualification,  he 
may,  in  his  discretion,  so  notify  the 
sponsor  of  any  study  in  which  that  in¬ 
vestigator  is  participating,  simultane¬ 
ously  with,  or  after,  proposing  disqualifi¬ 
cation  of  the  investigator  under  this 
section,  unless  there  are  overriding  safety 
considerations  which  warrant  earlier 
notification  of  the  sponsor. 

(h)  The  sponsor  of  a  study  may  at 
any  time  remove  an  investigator  from 
further  participation  in  any  investiga¬ 
tion  he  is  conducting  for  the  sponsor, 
whether  or  not  the  Food  and  Drug  Ad¬ 


ministration  has  commenced  any  action 
to  disqualify  the  Investigator.  Hie  spon¬ 
sor  need  not  utilize  either  the  grounds 
or  the  procedures  for  disqualification  set 
forth  in  this  section.  If  a  sponsor  re¬ 
moves  an  Investigator  from  an  investiga¬ 
tional  study,  he  shall  notify  the  Food 
and  Drug  Administration  In  writing  of 
the  reasons  for  such  removal  as  soon  as 
possible,  but  in  no  event  later  than  5 
working  days  after  such  removal. 

Subpart  F — Informed  Consent  of  Human 
Subjects 

§812.120  General  requirements  of  in¬ 
formed  consent. 

(a)  Except  as  provided  in  $  812.123, 
an  investigator  shall  (1)  Inform  each 
human  subject,  or  the  subject’s  legal  rep¬ 
resentative  where  the  subject  lacks  legal 
capacity,  that  the  Investigational  device 
is  being  used  for  research  purposes,  (2) 
provide  each  human  subject,  or  his  legal 
representative,  an  adequate  explanation 
of  pertinent  information  concerning  the 
investigational  device  Including  the  in¬ 
formation  required  in  §  812.130,  and  (3) 
shall  obtain  and  document  legally  effec¬ 
tive  informed  consent  of  such  subject, 
or  his  legal  representative. 

(b)  Informed  consent  shall  be  ob¬ 
tained  while  the  subject,  or  his  legal 
representative,  is  so  situated  as  to  be  able 
to  exercise  free  power  of  choice  without 
undue  inducement  or  the  Intervention  of 
any  element  of  force,  fraud,  deceit, 
duress  or  other  forms  of  constraint  or 
coercion. 

(c)  Informed  consent  shall  be  evi¬ 
denced  by  a  written  agreement,  signed 
by  the  subject,  or  his  legal  representa¬ 
tive,  which  meets  the  requirements  of 
S  812.130. 

§  812.123  Exception  from  requirement. 

(a)  The  requirements  of  §  812.120  shall 
not  apply  when: 

(1)  Hie  Investigator  determines  in 
writing  (i)  that  there  exists  a  life-threat¬ 
ening  situation  Involving  the  subject 
which  necessitates  the  use  of  the  inves¬ 
tigational  device,  (11)  that  it  is  not  fea¬ 
sible  to  obtain  Informed  consent  from 
the  subject,  and  (ill)  that  there  is  not 
sufficient  time  to  obtain  such  consent 
from  the  subject’s  legal  representative; 
and 

(2)  Such  determination  is  concurred 
in  by  a  licensed  physician  not  involved 
in  the  testing  of  the  device,  unless  the 
investigator  determines  (and  documents 
this  determination)  that  immediate  use 
of  the  device  is  necessary  to  save  the 
life  of  the  subject  and  there  is  not  suf¬ 
ficient  time  to  obtain  such  concurrence 
and  that  there  is  available  no  alternative 
method  of  therapy  that  is  approved  or 
generally  recognized  which  may  save  the 
life  of  the  subject. 

(b)  If  the  investigator  does  not  obtain 
informed  consent  and  uses  the  investiga¬ 
tional  device  in  accordance  with  the  re¬ 
quirements  of  paragraph  (a)  of  this  sec¬ 
tion,  he  shall  report  as  soon  as  possible, 
but  in  no  event  later  than  5  working  days 
after  using  the  device,  the  determina¬ 
tions  required  by  paragraph  (a)  (1)  and 
(2)  of  this  section  to  the  sponsor,  for 
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submission  by  the  sponsor  to  the  Pood 
and  Drug  Administration  In  accordance 
with  S  812.55,  and  to  the  committee. 

§  812.130  Elements  of  informed  con¬ 
sent  in  agreement. 

(a)  The  Investigator  shall  assure  that 
the  subject,  or  his  legal  representative, 
signs  an  agreement  that  Includes  a  com¬ 
plete  explanation  of  pertinent  Informa¬ 
tion  concerning  the  Investigational  de¬ 
vice  adequate  to  enable  him  to  make  a 
decision  on  his  willingness  to  participate, 
or  permit  the  subject  to  participate,  in 
the  investigation  and  which  includes: 

(1) A  full  and  fair  explanation  of  pro¬ 
cedures  to  be  followed.  Including  an 
identification  of  any  which  are  experi¬ 
mental. 

(2)  A  full  explanation  of  the  nature, 
expected  duration  and  purpose  of  the 
administration  of  the  investigational  de¬ 
vice. 

(3)  A  description  of  any  attendant 
discomforts  and  risks  reasonably  to  be 
expected. 

(4)  An  explanation  of  likely  results 
should  the  procedure  fail. 

(5)  A  description  of  any  benefits  rea¬ 
sonably  to  be  expected. 

(6)  A  disclosure  of  any  appropriate  al¬ 
ternative  procedures  that  might  be  ad¬ 
vantageous  for  the  subject. 

(7)  A  description  of  the  scope  of  the 
Investigation,  including  number  of  pa¬ 
tients  involved  in  the  investigational 
study. 

(8)  An  offer  to  answer  any  inquiries 
concerning  the  investigational  study. 

(9)  An  instruction  that  the  subject,  or 
his  legal  representative,  is  free  to  decline 
entrance  into  the  investigational  study 
or  to  withdraw  his  consent  and  to  dis¬ 
continue  participation  in  the  study  at 
any  time  without  prejudice  to  the  sub¬ 
ject. 

(10)  A  statement  that  the  investiga¬ 
tional  device  is  being  used  for  research 
purposes. 

(b)  The  agreement  entered  into  by 
such  person  or  his  legal  representative 
shall  Include  no  exculpatory  language 
through  which  the  subject  is  made  to 


waive,  or  to  appear  to  waive,  any  of  his 
legal  rights  or  to  release  the  institution 
or  its  agents,  or  the  sponsor,  or  the  in¬ 
vestigator  from  liability  for  negligence. 

(c)  An  investigator  shall  provide  to  the 
sponsor  and  to  the  institutional  review 
committee  a  sample  copy  of  any  written 
materials  given  or  read  to  the  subject,  or 
his  legal  representative,  regarding  the 
information  required  to  be  given  by  par¬ 
agraph  (a)  of  this  section  and  a  sample 
copy  of  any  form  used  to  document  the 
consent  of  such  subject,  or  his  legal  rep¬ 
resentative,  which  form  shall  have  been 
approved  by  the  committee. 

Subpart  G — [Reserved] 

Subpart  H — Investigational  Studies  That 
Do  Not  Involve  Human  Subjects 

§  812.160  Conditions  of  exemption. 

(a)  Where  an  investigational  device  is 
Intended  for  use  in  humans,  a  shipment 
of  the  device  that  is  intended  solely  for 
tests  in  animals  used  only  for  laboratory 
research  purposes,  or  for  in  vitro  or  me¬ 
chanical  tests  or  similar  tests  that  do  not 
involve  use  of  human  subjects,  shall  be 
exempt  from  any  of  the  otherwise  appli¬ 
cable  provisions  of  the  act  listed  in 
8  812.1(c)  if: 

(1)  The  labeling  of  the  device  complies 
with  the  requirements  of  §  812.5  (a)  and 
(b)  and  bears  the  following  additional 
statement: 

Caution — Device  (or  Diagnostic  product) 
for  Investigational  use  only  In  laboratory  ani¬ 
mals  or  other  tests  that  do  not  Involve  hu¬ 
man  subjects. 

(2)  The  person  who  ships  the  device 
under  this  subpart  uses  due  diligence  to 
assure  that  the  consignee  is  regularly 
engaged  in  conducting  tests  in  animals 
used  only  for  labortory  research,  or  for 
in  vitro  or  other  mechanical  tests  or  sim¬ 
ilar  tests  that  do  not  involve  use  of  hu¬ 
man  subjects  and  that  the  shipment  of 
the  Investigational  device  will  actually  be 
used  only  in  such  tests. 

(3)  The  person  who  ships  the  device 
under  this  subpart  maintains  adequate 
records  showing  the  name  and  address 
of  the  consignee  to  whom  the  device  is 


shipped,  date,  quantity,  and  batch  or 
code  mark  of  each  shipment  for  a  period 
of  2  years  after  such  shipment  and,  upon 
the  request  of  a  properly  authorized  em¬ 
ployee  of  the  Department  at  reasonable 
times,  makes  such  records  available  for 
inspection  and  copying  or  submits  such 
records  to  the  Food  and  Drug  Adminis¬ 
tration. 

(b)  This  subpart  does  not  apply  to  any 
use  of  an  investigational  device  that  in¬ 
volves  use  of  human  subjects. 

§  812.170  Termination  of  exemption. 

(a)  The  Commissioner  shall  terminate 
an  exemption  under  this  subpart  if  he 
makes  either  of  the  following  findings: 

(1)  The  person  shipping  an  investiga¬ 
tional  device  under  this  subpart  has 
failed  to  comply  with  any  of  the  condi¬ 
tions  for  the  exemption  under  this  sub¬ 
part. 

(2)  Any  of  the  grounds  for  withdrawal 
of  an  Investigational  device  exemption 
under  §  812.35  apply. 

(b)  The  Commissioner  shall  notify  the 
sponsor  of  the  termination  of  an  exemp¬ 
tion  under  this  subpart  with  a  full  state¬ 
ment  of  the  reasons  for  such  termination 
and  shall  afford  an  opportunity  for  a 
regulatory  hearing  under  Subpart  F  of 
Part  2  of  this  chapter.  The  person  whose 
exemption  is  terminated  shall  recall  or 
otherwise  assure  the  destruction  of  any 
unused  devices. 

Interested  persons  may,  on  or  before 
October  19,  1976,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville. 
MD  20852,  written  comments  (preferably 
in  qulntupllcate  and  identified  with  the 
Hearing  Clerk  docket  number  found  in 
brackets  in  the  heading  of  this  docu¬ 
ment)  regarding  this  proposal.  Received 
comments  may  be  seen  in  the  above  office 
during  working  hours,  Monday  through 
Friday. 

Dated:  August  17, 1976. 

Sherwin  Gardner, 
Acting  Commissioner 
of  Food  and  Drugs. 

[FR  Doc.76-24454  Filed  6-17-76:2:48  pm] 
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